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(57) Abstract: A medicine, especially a preventive/remedy for digestive diseases, which contains as the active ingredient a novel 
carboxylic acid derivative represented by the following formula (I) (I) (wherein R 1 represents hydrogen, etc.; L represents alkylene, 
etc.; M represents alkylene, etc.; T represents alkylene, etc.; W represents carboxy, etc.; .. indicates a single bond or double bon 
d; X represents oxygen, etc.; Y represents an aromatic hydrocarbon group, etc.; and ring Z represents a C 5 . 6 aromatic hydrocarbon 
group), a salt of the derivative, or a hydrate of either. 
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( 5£ % R 1 W: * m m * ft Z * : LfJT/w^^^S^if?: ; Mli7;v 

u l^mft t* & ; TliT/v^r^^S^i^ ; W fit * A' # & * * if 
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mmm 

ifi^, hn^U^V> (Troglitazone) > \L0rW$V> (Piogl itazone) , n 
v-^D^ V*> (Rosigl itazone) fei'C^jy'U ^>ffa»#:te-f >^ U >giaft^ 

PPARr (peroxisome prol iferator-act ivated receptor gamma : MW5MM(Djfr 

mzmmtem&m^) ^Ltfofffl^siTv^^tm^ttfc a. 

Biol. Chem. , 270, P 12953-12956, 1995) „ Z.<DmmW&V>ftik\Z £ <0 TNF a , 
FFAfccfctf leptin (D^©'>^V^^75:^$^J3iM^^iiiPb, ISJUrtbT'T 

V'^^WJV'Uyytliffe PPARr (D agonist <h LTf^ffl U -f >X U >3gJrE 
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acyl-CoAcarboxylase> GPDH &£<7)»e^©f^£7uIU *S£JI§»«X-fril 
TSflgSCUffcflUB ^^<h bT^^-r § ©fc^f L-T> PPAR a HilSiOlifi'vCl 

^ 5A ^s. tjc-e (Dm.it \zmmv tzM^m (omm *mm vmm &ttmr § mm.mt 

PPARr agonist T*§?7^U i;>ii#:«3|0^gft^^ h£K ycDM 

^mm^m 5925657 -^#gKiifl^$nw^„ 

£7t, W098/43081 PPARr agonist T&S 5P 7V* U >>>M*f#^*: 

mm £ mt b 5 ^ - £ a* n ^ $ nt ^ § 0 
b^ u ppart agonist fpjs ztt&m^mimmimmmis.^ u-m&m 

W£\sX(D±ltiZnfzMfefc^.2*>te^TVVz?>Wfe&^-t2> PPARr agonist 
<D—U<Dm®n?l$ftm&&&i& 2 tlT4o D ^ffl D ftt^gT ^ o - © «k 

5£e PPARr agonist ©itt(^7V'U ^>§^^E&*T-5#^"(Dfe0 1 HoJftSflfc 

HI IT # * *r*&te# 0 #3T Wffi i: ab S o 
o £fcMfB©#i^#^£^T« PPARr agonist ffUB©*£^T5'ffr&#n?©*Rft 
-T&D, PPARr 43J:^ a O dual agonist <Dmib¥&U&*ifc&te-#-r%>&&\%fc< > 
^lt^r> a, :fe<ktf|8© triple agonist ^Sr*f «<fb^fco^T^< 

$e.{c, W098/43081 ^&#B Nature Medicine, 4, pl053-1057, 1998) 

teu IfittC^l t attftftg $4f57ij/7, <D&m& £ if fin $ £ t Vi o & c: t * 

|#5nTi5^^fbt)MO-t^^T^^^ (Nature Medicine, 4, pl046-1052, 
1998) o 

z.3 bfe4>, ±iBorajiij^*»ftb&«nfcii5WoH5s*«^pa^tiTVi*. 
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b. *5§BJ^^bfc 0 
T7a:t)^^^«> 1) -fl£5£ 



l &t^b 6 ^*ic l fsi^v 6 ©7;vn=^>^ l 

1 &fc>b 6 <D/W Hn^r^T;i/n^^S, MSSifc 1 &v>b 6 <Z)/W HP^yJJI/^ 

mmw: i &^b 6 (D7^y 7)v^r)vm. mm®: 1 &v*b 6075/7^ 

1 &V>b 6 075 7 7;WWS, iit 1 & ^ b 6 ©;\ 

©An^Mb7;Wr;^^, ^«fc2 &^b 12 ©t;i^3^->t;v^;^ 

gfc 2 ftv^b 12 ©J-^n^^T^n^v-^ ^» 2 &Ub 12 ©7;HJ^>7;b^ 
JV^X, M^tU&^b 7 ©v^QJJWH, 3 fcV^b 7 © vy- 

^J^^yl, m.nWt'St^isl 0>z/2u7)V3r)V^3rm, mMW. 2 U 6 ©7 
j^*ifc2&V>b 6©7J^-M^yS, j^*^[2&^b 6 ©7J^ 
t«|[2^U 6 (DT;i/3f-;U3£, jBK3fli£2&V*b 6 cd7;v^-;v^- 
^>S, j^*^2^^b6 07;i'^;i'^*, ^m^:6^^b 12 ©7U-M, 
jE*fii^6&^b 12 ©7'J-M^>S, G*^6;ft^b 12 ©7'JHl^7tS, m 

^yl, mMm.TU^ \%(D~7)V*c)V7V-)Vtt^ mMWi 7 b 18 <D 7 ^ 
;^;i/», ^3fN&7fc^b 18CD7^;^;^^~>«feb<«M^^:7 7 t j:^b 18 © 

^tbT^Tfe^K Kltl^l'^6©7Ml/>l, fcl^b 6 ©7^ 
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n^n 1 ^±©tM§tbT^tfej;v\ mmm 1 6<dt;i/^i/>*, 
t i^te^n^n i £i±©§ti^iiL/T^Tt.j;^, j%mm. i &v>b 3 

©T;^ U mMWi 2 fe^L 3 <£>y;i^:=:l/>^& b < 2 & H b 3 CD 

y;i/^-l/>*^ ;ff{S2,4-y^y^7V''Jy>-5 — OVS, 

^Tv^u> ? >-5-'f u^>S> ^;i/#^r~>;i^a> ^/ttet— con (r wI ) r w2 (l^r", 

ISIStl/T^Tfea^, 1 &V*b 6 ©7;V^r;i/*, 2 &Hb 7 ©fig 

ffi-m.7z/)Vm, %L<fcmmik 7 b 19 ©!^#^y ^;t^£^n^n^T) T 

+ V^7^U ^>-5-<;i/*, 2, 4-yt^Vf7 , /'J > ? >-5-< U^> 

jR^I-CQ- (ClJlTfQttlfc^JS^SfcttSlEilJS^^-r) . — CQNR X — (dCITQte 

*> b < ^M*ic 7 ft^ b 19 ©f S«7 y^S^^tl^n^t) , — NR X CQ 
- (neiU'Q, R x tt^n^nttffB)£tt^IWIU:^^T) . -S0 2 NR x - (^uTPtt 

@tfsjt«iciwius^-r) , -nr x so 2 - (R x teitute^iiJciucs£^-f-) » %>b< 

«-NR xl CQNR x2 - (^utQ ttS9IBfe*Ki^ bS£, R xl R xZ te^n^tl!!— £ 

< 7 b 19 o^^T^^^^ti^n^r) ^$ni)i^st 0 

Y« 1 J^±©IIS^tlt^T ! bJ;<> 1 J^±©ATn^tUT^Tt)=tV^ 
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Y— L— X-T — 
R 1 

— M=-=^ — W 

m-^mm-, 2) (i) \z^x, w*s*M>stts&si) iB«©mi§ 
• maasu ; 3) ( 1 ) iz^x,. R'jwn-en 1 ^±®ita§ 

Wb'WTfeJ;^ m*^C 1 ftt^b 6 (DTJl^rJVS, jpk.mWt 1 b 6 CDT;Vn^ 
->Xt:&£ 1) £fcte2) fB«©m^a©^K • teffcSlI ; 4) -flgsS ( I ) (c 
35V>T, SZ^$5i:0*6 4 ©iil^f UT^T% i^>f>It^?. 1) 

*fc«2) mmcDmimmmv^m - mmm ; 5) -jsss m ii^^x, x^- 

$£5£-CQNR x - R x «tulBStt^lWlC*^^-r) £fcte-NR x CQ- 

q, R^ituiastt^iwiDa^^-r) 1) *fc«2) mm^mit^ 

mmoin-femM; 6) en \z^t, Y^\^±(Dmmm^mvc^ 

-fbtg^m^w • mum % 7 ) ( 1 ) t^-c, l ^^«m^«^ 1 

—Wc& (i) t*5ViT, Td^*ic l ftt^L 3 ©T;^i/>S-e$»s l) SfcH2) 
l5«(Dm^^^©^g& • fe^J ; 9) (I) tc&^T* R'mfniK 

JL^Bma^bWTfcJ:^ j^StlS: 1 6 OTJ^JH. ^«^l?^^b 
6 cDyjl/n^v^-eabtD, ^z^$ t>\z 4 ©B^S^WbT^T&cki/^^ 
if>^T^§ 1 ) ££«2) I3K©m§5^BcD^!» • ; 1 0) — JgsS ( I ) 
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— NR X CQ— (u^"PQ> F «MIE^« tPUS^ ^T) D , Y**l 

KlwtlS^tbx^t^iK j^Sifc 5 12 ©^^'fb/ic^-tr^s 
l) £7fc«9) IB«©«i§^a©TO • te&ffif ; 1 1) — j&5£ (I) -rr^^n^ 
ft-&tt#(2S-3-[3-([2, 4-y^on^>WJH 75 7 h^->^^~ 
JW-2-fy^o^y7°uA>il!S§l) 10) B5*©?Bft;«£Ja<0 W • 

temm ; 1 2 ) ?«<fb§§^*^\ i . ffifc<&<D$km&mm> 2 . ©Jflairtfeiftiu 

©$B*bS$0iJ£® : PI8 • f&»J ; 1 3) ^bti^#^^b«©^#^^^^ 1) 
ft^bl2) faSj^'fcS^mo^Bfr • ^WJ ; 1 4) $Bfl5«®|fe£ttgSJl^ 1 . 

m&fejzmft. 2. t7u~->m, 3. jii3&, *5«fctX4. i^eisnsicM 
1 3) mm^m^mmm^m - mmm ■, 1 5) m^<£*«im«^\ m 

m&Jzm&'V&Z 1 4) SH«EOffi-ffc;S^A©^B& • feWM ; 1 6) m-fcSS^A^ 

-fbflfoinsttt^jfeT?** D^bi2) mm^mtm^m.^m • ; 1 7) 

?NHbW©ig?Itt#!B#\ 1. Mfb^©^tt««, 2. 3. jfifi 

w^u^-i >-x&mm, 4. ^m, 5. &£zs6. wmfrzmitnzi 

©^TfeS 1 6) fE*£©MftH-£i£©^l£ • ; 1 8) Mfb^S^NHbW 

©litt^lT^s 1 ) ^112) fS^oMfb^H©?-!^ • mmM ; 19) i 

-fb^^fMtt^s^ 1. +— ^siatas, 2. isi, 3. 4. i^sm 

Zol 1 inger-El 1 ison mfflgfr Bl^tlS 1 ©^<£T£>£ 1 8 ) f2mo«^m© 

to • ; 20) ^a#±w^/^*©i) gam®;*7;M* ^©^^ 
—&<Sh~efc%mmffi.j&M ■, 2 1) msi^ffl^M^j-e^^ 2 o) ^^mommm.^ 

m ; 2 2 ) -jKse 
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V\ £&i£jc 1 &^b 6 ®7;Wl'S> £**ffc 1 /%V^b 6 ©7;Lo4^>S, ^*^c 1 
&^L6 ^*Pc 1 &^b 6 ©A< H U^7)V^-)V&. mMWi 

1 &V>b 6 ®/W FD^X^n^S, 1**15: 1 &</*b 6 ®/W Hn^y7JV+ 
mMWc 1 ftl^b 6 ©T5 7 7)V*F)V&, K*f lft^b 6©75/7^ 
n^5>^ ^Stffc 1 ftt^b 6 ©7S; Miil&^^6®An^ 
>ft7JWM, Kit 1 6 OAn^>ft7^n^^ mmWtlfc^Vd 

<D/\u5*>fc7)v*r)Vttm, &m&.2 &v>b 12 <D7 )vu^7 )v^)vm, mm 

m. 2 &t^b 12 (D7)Vu*^7)V^*^. vkmWt 2 &Hb 12 (D7)ln*^7)l* 
)V^m, Kit3&l/^7©y^P7J^M< 3 &V*b 7 c/»^7 ax;!/ 

*)V3r*i/^ mm^^^Vl (Dzy^7U7)V*)V^-^r^ M*tfc 2 b 6 CDT 
j^ffi^: 2 &^b 6 ©X^-JI/^v'X, j^ti&2;&^b 6 (D7)ltr 

-;i/^g> m*^c2 fj:^L, 6 ©t;^-;ps, 2 &<^b 6 ©7-;i/^-;i/^- 

2&^b6 ©T^-^^S, 6 &V*b 12 0)7 U 

mmWt Steals 12 ©7U-M^>I, E*Slfc6 75:V>b 12 (D7 V~-)l^3rM, m 

mknz^\s \%(D7)v*)V7^—)^ mmwtitz.^'un <?)7 )v*)V7V 

mnWLlte^\%0)7)V*)V7V—)V73r^ mmm 7 &V>b 18 <D7? 
)V*)VM, E*»ifc7&t^b 18©T^;^;i/^ ; ¥vS^L<^*^:7 7 l i:V^ 18© 

7^A*)V7^m^: : l tt^-g-^fc^-a^^, sfcteen^n 1 ^±©«&« 
^bwrfcckv^ l &v>b 6©t;!^Ix>S, mm$k2t£^v 6 ©y;i/ 

■ir-p>a$)b<«^*^2 7 l j;Vib6©T;i/^-l/>*^ ; M fifiSnv Sfctt^ 

n^m j^±©«m*^WbTVixfe=tvi, K$ti/j;^b6 07^v>s, Ft 

3S££2fcV>b 6 ©T;i/^r-l/>* 5 fob<«M*^c2/feVib6©7;^^l/>SS: ; 
T ^fe^ti^n 1 W±©fii^tbTUTfci:^, Sit 1 fti^b 3 

cdt;V^U>*> M*l§:2&^b 3 ©T;i/^r— ^>*t)b<«Ft*^:2 &^b 3 co 
T;l/^-l/>*^ ; W 2, ?7V^J y >-5-^M. 2,4-^^V 

?7y''Jy>-5-^ T 'Jt>S, ^;^^->;i/», £7cte-CON(R wl )R ff2 (uuTF 1 , 

It^tUT^Tfe^K 1 b 6 (D7)V*)V^ mM^: 2 &V> b 7 ©Jig 
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^Vf7 , / l Jy>-5-<;«> £ ft it 2 , 4 - z? 7>r * V 7 1/ U 5? > - 5 — f'Jf> 

$J5£-CQ- (^21"CQttK*iS : ?*fcttWEStJR : J ! '^*r) , — CQNR X — dCTrQte 

~>;i^ b < fcm*ft 7 & b 19 <D*&mfe75')\&&*n*ti*rr) . — NR X CQ 
- (^^Q, R x «^n-^nfufB^«t3^lb*^-r) , -S0 2 NR x - (£iLTR x te: 
tfrf2^»MbX£^r) , -NR x S0 2 - (R x «*ufH^tt^|WlbS^^-r) > &b< 
«-NR x, CQNR x2 - (^^TQ«tufH^«(C|HlbS^, R xl iifcfcJ: R x2 fe^n^nffl— £ 

&v>, i j&vib 6ot;^;^ M*^2^^b7coigra7->;i/S> feb 
< «M*fc 7 &^b 19 (o^mmTZyjv&^n^n^-r) x^n^&^To 

Y 1 £Lt©gm*£WbTV>-r s bJ: < , 1 ^±©ArDS^ttT^Tt)J;K 

^m^: 5 &n b 12 <D , %mteBk{k*m&. intctemmm 3 &^b 7 ©ug^^^TK 

&#bTwr%>«k^, j^Stic 5 ftv>b 6 o^s^fbTkms^^n^n^b ; -as 

Y— L— X-T — 
R 1 

(c^T^tf^fB^^ttrfa^ttfciwibS^^-r) -es^nssa, mz±.xzm<D 
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W • ; 2 3 ) ( I ) T^n^-fb-grW (26) -3- [3- ( [2, A-z?Z u 

> ; w y 5 y y 5^; w -4- y b + -> 7 x - ; w -2— r v n ^ y n a >tT & 

§2 2) f3«©3feg«^TO • ^WJ ;24) &a£tegSJ£#^ 1 . ^ 

■73=-, 2. &mi£mt&, 3. &gFf^ 4. rrj*. 5. 6. wm.m 

7. ffi&mm. #£1X8. 7w^-»e>sati§ 1 ©mt*§ 2 2) 
&fcte2 3) fB«©^^a©^^ • mmm. cits. 

<D W&CT) fa & \z m ^ -5 ffi i££iff # -r § o 

ffi, WO -A 0 1 - 2 5 1 8 1 (2 0 0 1^4^ 

1 2 tei3«LTV>3o 

m&JKDj&mzmizmfe-znz %(Dxm^ 0 
-A \z^mmm * tts $ n % \z ~d v * xmm \z m wr § „ 

R 1 , W, R\ R xl . &J;l/R x2 ^ 1 ^±©lIS^tUT^Tt)J;l^it 1^16 
^ntm n-^Jim. sec-y^Jim. t-y^J^m, n-^>^J« 

i-^>^;i/S, sec-^o^s, t-^s>^;i/S> ^^>5^;i/*> l-y^i/;/^ 

l-*^)V7^)Vm, 1, 1, 2-> 5 y^;i-y' 0 ak°;i/S, n-^\ 
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\,\-J^)Vy^)vm, \,2--J^^)Vy^)vm. 2,2-J^^jiy'^jim 
i^fStU £?£L<«u *^)Vm. x^;VX, n-7°Pk°;i/*^ i-7°Dt°jH, n-:/ 

l, l-^^^i/ynt 0 ;^, l, 2-^^^;pypti;i/^ n-^\4^>;i/S, i-^x 

3r~>;j/XT:&D, £W£b<te;, x^;VX, n-7'ot'JVI, i-^ntf 

n-Zf^-JVm. \-7~^)Vm, sec-^;US, t-^;US, n-^>5=-;>S> i-^ 

sec-^>^;vs, t-^>^;«, ^^>^;i/S. l-*^:/^;!^ 
2-^^y^;vs, i, l-v^^i^ntr;^ i, 2-> ? ^^;i'yntr;i/S > 

&V<\t*^)im, X5PJWX, n-:7°nt£;i^ i-^nb°;l/S. n-^Jl^S, i-zf* 

-M ; -hoS ; 7S ; f ttJV^U / I ; 7 7iIT, MmM.^, * 

y°U/VV3r)Vmt£E<DT)V3r~)Vm. mk7 frmzttlfc? Z> * h^>-*, If 
4^>S, 7°n#^->*, ^h^v»^«H©T;i/P^r^* ; y)V3ru^)\,m, Vy 
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;«;7syi;/^7$yi, x^;io^y», ^v7°Dk^7$/ifef© 

7MJP75yS;^W5yS, ^^XW5/S, yX^75 7S 
^^©y7M^75;» ; 75/^^«, 75/xfM, 75y7°nt:M 
fe£©7^y7J^M; #;i/#4^>* ; 7 h3rv#;l/#x;i/^ xh^r^Jt^ 
XJI/X^ 7 , D^y*M^l&t'©7JV3+yAMr:jVS; 7 h^r^jl^ 

x^;i/S73:<Jf©T;kxi^r'>^j;i/^x:;i/T;i'^r;i'a ; /^i^^yW^ 

^y7MM;/5 : m^?M, ;*3\>U3^x^;i/g, x^I/^pWI^ 
X^JV^^-X^;i/^<i:COT;i/^;V^^-T;Vdr;VS ;757 ^W$/^7iV^ 

#x)^+yS, x^MMxM^yS, -f vt/p h°;i/^;i/^x;i/^->X/^ 
E(DT )V3c)Vti JV^—llifirz/m ; ;r^>yWl/*> ^^^l/^S/X^l^^ 
x^M^^©7'J- )V7 )Vu^7 )Vu^r-yT )V^-)Vm ; t Fo^yxfM^ 
->75P;l-S, t FP^x^;kr^->x^;i/S&£cDb Fp^TJI/P^T';!/^ 
; ^>f/;i/^-^->7^;i/S, ^>yM^yXfj«, ^>^M^y7Dt: 
JVS^t'©7U-Jl'7^n+y7JWl ; h U 7^;V7 ^xtS, y.^jUx^ 
;V7^;V7> ; &x^-X> h U i^V7 > ; E-»^:©^17 >t-*i ; 
□ 7°nk>l, ->^P7/^;VS> ^Zn^>^)]/M, ^^u^^)V^UE(Diy^ 
uT)l^rJUm ; y^D7a^-JH, y^n7r^i- y^D^>f^i> 
y DMtxMfj:^©yy n7;i/v-xM ; 7xxjH, fcfUS?— ;HK, rPXX 

;i/*> 7UM, bfp u^s&^cdtu-;!^ ; 7^;i/^«> x^;i/^^-*, 7/ 

Pt°;i/^^-^ 7*f Jl/ftS*t'©7J^;WS ; 7ix;^tS, t s 'JvXJV 

fi^mi, 7^uj^«, trpuju^s^^TU-;^** ; 

ta;i^x;i^ 7->;i/*, p-h^x>7.;i/^x;i/S7^i:©fi^7;;i/*-;kS ; ^> 
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m$ m v>x & j; t ^ it err § . 
z/&fc e % if mm m * £ n § . 

xb^7S, n-yn^^rv'*, i-7°o^yS, n-7*h^yS, 
i-^h^^ sec-yh^^-S, t-7*h^yS> n--^ >5^1^^>S, \-^>^)V 

^4^>S> sec-^>^;^^F'>S, t-^>^;p^s>*, ^^>^;^^->*, 

l-^?Jl/7>^yI, 2-^^7*h+yi, 1, l-^^^O^yS, 1, 2-^7< 

^ji/yo^^->», n-^isj^^i/^ i-^\^~>;^^-^->*^ 

7>^yS, 1, 2-^^^yh^y*, 2, 2-y/^yh^y«, 1, 

h3r~>*> U-^^^V7*h*y»> U-y^^h^yl, l-x^V7*h^y 

2-1^7'h+yl, 1, 1, 2-hU^^;V^n^->», 1, 2, 
#^yS, 1-x^;W1-pW1/:7°o^>^ l-x^;V-2-^^;V7 Q n^^^7 t =i: 
£#^fe>n, #?£L<ta;* h=^>*> ih^yS, n-7"n^^yi, i-^u^ 
yl, n-:7>^>«, i-7*^y|, sec-:/b=^>S, t-7*h*yl, n-^>^ 
t^yS, i-^>5";i/:r=^>K. sec-^>^;i/*^>-S, t-^>^;v^^>-*, ^ 
^>^*^t5>S, l-^f^h+yi, 2-^^-7>^~>S, 1, l-S^^^y 
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n-^h+yl, i-^b^vS, sec-:/b3r5/K, t-^b^yS, n-^>^;V 

i-^>^;v^->^ sec-^>^;v^->^ t-^>^;^^->*> * 
^y^^ir^^m, \-*^)vy*Y3-is^ 2-^^;v^>^v*, 1, l-^^^v^ 0 

n-^P^>-S> i-7'P^^ryS, i-^b^yS, sec-^>^ 

t-7>^->*> feot^K^h+yS, xh^>S, D-yal^y 
X. i-7°D^^yST^5» 

n-y^Jl^^rA, i-T^jl^^g, sec-T^l^^X, t-^;P^^"S> n-^>^ 

i-^>^;i/9^X> sec-^>-^;^^-*> t-^>^;i/5^*> t^^> 

i-^;i^>^;w^*, 2-7^ji/^>^;i/^S, 3-^^;^>^jv^^> i, l- 

i, 3-^^^;v^;u^*, 2, 3-^^^;i/y^;^«, 3, 

as, i-^jiy^jv^-tm, 2-x^;i/^;i/^*> l, l, 2-hu ^^;i/yot°;i/^ 

1, 2, 2-h U ^)Vy°U\i)V^m, l-XfJhl-/^l/7°Pt 1 Wi 1 1- 

x^;w2-^^;i'ynti;^^-*/^<H^tf^n, £?£L<«, p^i/^g, x 

n-ypH;^^-*, i-ynk'^ftS, n-:7^;i^;fr2k i-:/^;^ 

sec-y^;i/^S> t-y^jv^m, n-^>^-;^*a, i-^>^;^^-«, 
sec-^>5^;^^-*, t-^>3Mi^:*s, 

^■m, 2~^9-j^y^)v^m. i,i-i;^WDt s ;^m i, 2-y^^7°nh o 
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x.fjl>tt& n-^Dt^tS, i-^nH^tS, n-y^JP^&, 

1- y^ji/^^ sec-^;i/^^-«, t-y^jv^m, n-^>5P;HP3-X, i-^> 
^jv^-tm, sec-^>^;i/^«, t-^>-?;v^»> ^^-^>5^;i/^^-^ 1-* 

i-7°nt°;i/^*, n-7*^)V^m, i-y^)V^m. sec-y^;^^- 
t-y^^tSTfeo, feotw^KWfWi, x^^s, n- 

;]/*£^T*l§N RA-f HD^v'TMMtH _h|B^^:l~6©li:iI : bL< 
I^HiKibTR 1 ^ 1 U±0)m^&^hX^Xh^^mm 1 ftt^L 6 <Z)A-f Ho 

IwittfcLTR 1 /^ 1 J^±©fi^S£WbT^Tt>£v^|tf&: 1 fc^U 6 ©A-f Fn 
^T^^^a^-t^^ t^w Fn^r->y;w^;p^i-*i«, ±fB^»m 

1 ~ 6 CDlffeb < ^Sm^ODT^^^^Sfc^ViT, «&RT1IEfca$&J&VW 

2- a^ Ha+yifJV^I, WW F u^^^iV^mtzEifimi t>ti%* 

}$M7L&T5. J ^)Vm, 2-7 5. J X5^U», 1-75 7 )Vmtz Etimtf *>tl%> a 
VX ftifi 1 J^±0fIl^bTViTfej;^Mt 1 L, 6 7 7 
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;i/^;v^*^^-r»-&, i75y7;i/W«tn ±sb^&$c 1 ~ 6 <Dm% 

R 1 ifi 1 ^-hOB^S^WLTViTfe cfcl/ij^*^: 1 6 V»\u>f > fa? )V 

fes^^fo ^^An^ir?^^*!^ mmw.^, mmw^s 3vmj% 

<bT;!/3^->«^^-r*^r, tAa^>ft7;^^yStfi ±iEjp&s& 1 ~ 6 <z> 
ISJI&IX SMit©7J^^ySt^^t, wmpIffifcffltiLtf 1 W©AD^f 

^y;i/+;i/^*£*mii§r> w\u*f>fc7)v*)v^^t.\^ ±mm.m%ti~ 

W<7)Vniri/7)\<^)Vm£\£, ±fBM*iCl~6CDiaiIfeb<^ 
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ft, xh^~>^^;i/*^ Wh^yxfJVS, 2-^ b^>x5^S, l-ih^>i 

Y3c~y* b^rv-^ xb^h+vS, Hh+yih^yl, 2-* 
ylb^fyS, l-lh+ylh^yl, 2-X b^->X b^~>S/%<H^W 6>tl£o 

^y7J^^tS$^t«^ iT^D^yJJVWtitH JtfBjg*iliU 

1 — 6 CDIfiiSfeb < «^ra^(D7;Vn^>-ST-fim^n^S^^-r= 
CSMA^ h+y^f^tS, ih^y^fWI, 1-^ h^v'X^I/^ 

a, 2-;* h^x^g^^ l-xh^yxwti, Mh^yx?mi 
r 1 # i ^±©s&g£^bTv>Tt>ck^&i& 3 &t^u 7 ©^ ot;!/^;uK£ 

yyn7'nt:JH, y^n^JH, y^n^>fjH, 

mm b t r 1 a* 1 &,±(ommm * w l t v*t t> «k ^ m»m 3 & v > u 7 © ~> ^ □ 7 

JWl^^S^-Tii^ iy^oTJWW^yltd iilBptii^: 3~7 <D 

IMKbTR 1 ^ 1 J^±©eMS^WbTV^T ; b^V^*^:3^^L7©>'^OT 

16 



WO 02/080899 



PCT/JP02/03006 



MAH ~>^n^Dh°;V5 1 ^-*> ^^D7>mi, v-^n^>^;i-^^-*, >- 

m7)\' j T-)vmt.u, m.m^ 2~6 <dwm*> u < «^i«©T;v^-n^s 

MfitfiM^toT-M, i-ya^>-l-^M, 2-yn^>-i-^f;H, 3-7° 

d^>-i— r;nu i->^>-m;i^ i-^>-2— r;i/3t, i-^»-3— r;«, 

ow*. 2-^?jh-^u^>i- r;ps, i-^f^-2-7°n^>i-<jn, 
2-^^;p-2-7°n^>-w;^, 2-^^;v-i-^> 
>-w;i/S, 3-^^;v-i-y^>-i— i-^^;i/-2-^>-i--r;us, 2-^ 
^;i/-2-y^>-i— r;va, 3-^5^-2-7/t->-i---y;i/X, i-*^;v-3-:/-7">-w 

2-^ 5 1 ;p-3-^'7- >-w;i/^ %-*^)V-%-~7 : r>-\-^ )V^, i-x^;p-i- 
7>>-i--f 2-x^;v-i-^>-i--i';^ 3-x=p;i/-i-:/^>-w;!/^ 
i-x5";w2-y^>-i-f 2-x5 t ;w2-^>-i-' r;v^, 3-x^;i/-2-y^> 
-l-f^S, i-x^;i/-3-^>-i— r;P3£> 2-x5 1 ;i^-3-> r ^>-i— r;i^£, 3-x^ 
;i/-3-7>>-i--f 1, i-5?*3\N/-i-:/^>--w;i^ 1, 2-> ? ^^;i/-i-> r 7 : - 

1, 3-> J ^^-l-^>-W;VS, 2, 2-y^^l/-l-7T>-l--f ;i/ 

3, 3->^^;w-:/^>-w;i^ i, i-y^^)i-2-y"^>-\— 01m. 1, 2-^ 
*5p;i/-2-yer>-w;i/», 1, 3-^^^;i/-2-y^>-w;i/S> 2. 2-5^^a=-jw2- 
:/t->-i— f;i/S, 3, 3-v ; ^^;i/-2-y^>-i-<;^, l, l-^^^i/^-^^i- 
-r;va, 1. 2-^3=-;w-3-:7^>-w;i^ 1, s-v^^ws-^^i-^;^ 2, 2- 
^^^;p-3-^t- >-w 3, 3-e^^;u-3-:/^>-wji/», i-^>^>-i- 
2-^>^>-i-i';i/S^ 3-^>7">-w;i'*, 4-^>7">-M 1- 
^>^>-2-^;ua> 2-^>5r>-2— r;i/S> 3-^>^>-2— r;i/*, 4-^>^>-2- 
-fjug* i-^>-r->-3~f 2-^>^>-3— f i-^>-t->-i— r;i/S> 2- 
^>^>-i--r;^ 3-^>^>-w;u*> 4-^>-^>-m;i^ i-^>x>-2- 
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^>^>-3-r;«, 2-^>^>-3— r;v«, i-^^-i-^>^>-i— r;us, 2-^ 

>-w;i^ i-^^;w-2-^>5 : ->-i— 2-^)i-2-^>^>-\~i jvm, 

3- ^^;b-2-^>^>-i— r;i/*, 4-^;i/-2-^>5r>-wji/a, i-^^;i/-3-^ 
>x>-w;i^ 2-^^;i/-3-^>7">-i— r;i/^ 3-^^;v-3-^>x>-w;i' 

4- ^>7^>-i-r;^ 3-^^-4-^>^>-i— ovm, 4-^^;p-4-^>^>-i- 

i-p<^;i/-i-^>^>-2— r;i/»> 2-^;i/-i-^>^>-2~i';]/^ 3-^ 
;v-i-^>^>-2— r;vs, 4-^;i/-i-^>7">-2— r;vs, i-^;v-2-^>^-> 
-2-<;i/S, 2-^5^;p-2-^>^>-2— r;PS, 3-^^-2-^ >ep>-2--f;i^ 4- 
^9 1 ;v-2-^>^>-2-'f;i'*, i-^^-3-^>-T->-2— r;vs> 2-^^;v-3-^> 
^>-2--y;ia 3-^^-3-^ >5=->-2-f 4-^^-3-^>^>-2-f ;vx> 
i-^5 L ;p-4-^>5 1 ->-2-'i';i-a, 2-^^;u-4-^>^>-2--f 3-pWV-4-^ 
>x>-2— oi/fi, 4-^5 i ;i/-4-^>7 i >-2— r;ua, i-^;u-i-^>-r>-3— r;i/ 
i-^)V-\-^>t->-z-^ )V^, 3-^<^;k-i-^>5 : ->-3-i';i/»> 4-^^;p- 
i-^>t->-3-<;i-s> i-^^;v-2-^>^>-3--i';vs, 2-^^-2-^>^>-3- 

-f;i^6, i-^^JV-2-^>T>-3-^ )VM, 4-^;i/-2-^>^->-3--f 1-^ 

1- ^\^iz>-5— t;ps, i-^\=mz>-6— r^s, 2-^\=h?>-i— ovm. 2-^ 

±>~2~^)im, 2-^\3Hz >-3— f ^S, 2-^\^ir>-4— f;i/*, 2-^iz >-5— f ;U 

2- -\^>-6-'i';vs, 3-^^-fe>-i--r;vs, 3--s^-fe>-2--f;^ 3-^ 

±>-Z--< JlMtz^fimtfzn, ^^b<ttx^n;]yS> l-yn^>-W;i/S, 2- 
y°u^>-\-^ jvm, 3-7°d^>-m;i^ l-7f>-l-<;H, i-y-^>-2-^;v 
i-:/^>-3—r i-^>-4-f;i^«, 2-^>-w jH, 2-^>-2— r 

-2-yn^>-i--r;vs> 2-^^;w2-yn^>-i— 01^, i-^;wi-:7>>-w 
2-^5 i ;i/-i-> r ^>-w;^ 3-^;wi-y^>-i— 01^ i-^^;i/-2- 
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l-/^;l/-3-y7">-l—f;i/». l-*=?)V-l-~7 i r>-\-' f 3-*^)]/-3-yr> 

-w;v3S, i-x^;v-i-y^>-i--f;i/S, 2-x^v-i-^>-i-^;v*, 3-X5 1 
;v-i-^>-i— f;i^E, i-x^;u-2-^>-i— r;u3£, 2-x^;w2-^>-w;i^ 
■36, 3-x^;i/-2-y^>-i— r;i/», i-x^;i^-3-y-7">-i-<;PS^ 2-x^;i/-3-y 
x>-w;v36, 3-x5 L ;v-3-^>-i-i';^ 1, i-e^^-i-:/-5r>-w;i/^ 
i, 2-> ? ^?;wi-^>-w;«, l, 3-^^^-i-^>-w;i/», 2,2-^^^ 
;i/-i-7^>-i— r;i/^ 3, 3-^^;k-i-y^>-w ;pak 1,1-^^^-2-^ 

S> 2, 2-^9^-2-:/^ >-w;i/^ 3, 3-^^^;i/-2-^>-i--i';i/^ 1, l-v 5 
^^;w3-^x>-i— r;i/*, 1, 2-^^^;u-3-y^>-w;u*. l, S-^^SH^-S- 
^V-MJI^ 2, 2-> 5 ^^;P-3-^-x>-WJVS, 3, 8-^^5=-;V-3-^5r>-l- 

-r;i/«, 3-yo^>-i- r;i/g, i-y^->-i— r;i/S, l-^>-2--f;]/^ 

>-m;i^ 2-^^;u-2-7 p o^>-i--f;u*^ \-^^-)V-\-y^y~\~-i 2- 
^^;i/-i--7>>-i— 01^, 3-^^;i/-i-^>-i-i'^S. i-^^;i/-2-^>-i- 
2-/fjH-7 , 7>i-^iH, 3-^^-;v-2--7^>-i-<;vs> l-^wi/- 
3-^9- Jim, 2-^^;u-3-y^>-i— r;i/*> 3-^^;v-3-^>-i— r;p* 

T&D. feoi^ff^KHxr-JH, l-:/n^>-M;i/*, 2-:/n^>-l— f 

-3— r;i^ i-y^>-4— r 2->^>-i— r 2-y^>-2— ovm~e%>2> a 

M^yS^^t«^r, i7JV^r-M^i/ItH, JLIB^m 2-6 (Ditllfeb 

>-w;i/^->*. 3-7*n^>-i- fji/^^>«> i-^>-i--f 1- 
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>^>-2— nbttzs^ 1-*7t->-Z-^ )Vtti/&* OV^y^ 

1- 'Jj-y-x-' av^r^ym. 2-^»-2~f ;i/^-^~>s. i-^^;hi-7'n^>-i-< 

i/g, 2-^^j^-i-y^y-i-^ j^^-ym, z-^)V-\-zfj-y-\-^ )V-t^-y^ 
\-^)V-2-y^y-\--i )V^r^-y^ i-^^-i-y^y-x-^ j^^ym, 
ji-2-y*9-y-i- ovttym, \-*^jv-3-7^y-i- fjv^ym, i-*^)V-z- 
yj-y-\-o\<i$:*y^ s-^^jv-s-y^y-i-^ )is$-*yM, i-x.j-jv-i-f'r-y 
-w;v^~>^ 2~x.^)V-\-f^y-\-^ )V^ym, 3-x^;v-i-^>>-w 
)v^y^ \-x.^-i-y=ry-\— ov^ym. 2-x5 L ;p-2-r/:f>-i— ov** 
3-x^;i/-2-^T->-i— r )Vtty&, i-^jv-d-y^y-i-^c ;kr^>-»> 

2- x^;w3-y^>-i-i';^^v'S> 3-x^;w3-r/^>-i-f ji^yM, 1, i-v 5 
^jw-^v-w;!/^^, l, i-y^^ji-i-y^y-i-^ ji-^^ym, i,3- 
^^^;wi-^»-i--f ;i/^->x^ 2, 2-> ? ^^;v-i-y^->-i— r 

3, 3-i?^5=-;wi-^>-i— r;^^>-*, l, i-> ? ^^;i/-2-7/^>-i— f;i/^^>^ 
i, 2-> ? ^^;i/-2-y^>-i--YJ!/^-^->s, l, ^-y^^ji-2-y^y-i-i ji^ym. 

2. 2- y*^)V-i-y^y-\-^)V3r*y^ 3, 2>-y^)V~2-yj-y-\--ov^ym, 
l, i-^^Jv-3-:7V>-w;v:t-^>s, i, 2-i>^^;i-3-^5 : ->-w;v^-^->a, 
l, z-y^^ji-z-y^-y-i—fjv^-^ym, 2, 2-v : p<^;i/-3-^>-i~i';i/^^v^, 

3. 3- ^^^-3-^>-w;i-^->«> i-^>^>-i--r;i/^-^r^s, m>t 
>-i— r 3-^>^>-i— r;^^r->*. 4-^>t->-m;i^^>x, 
i-^>^>-2--t;v^-^fvX, 2-^>t->-2— r ;w-=^>g, 3-^>t->-2— r;i/^- 
^yS, 4-^>7->-2--y;^^>'^ i-^>^->-3--i';i/^-^r~>*> 2-^y^y- 
3~^ju^r^yM. i-^y^y-i-^ )U**y^ 2-^y^y-\— ov^-^-ym, 3-^ 

S> 2-^>^>-2-i-;i/^-^>-s, 3-^>^>-2—r;i/^>-*, 4-^>^>-2— r 
;i^-=^>^> i-^y^y-z-'t )\/Jr*y^ 2-^>^>-3--f ;i/^~>K, l-^jw 
-i-^>f>-i-<j^^yS, 2-^;u-i-^>7">-i--t;i^^>X, 3-^^;w 
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>x>-m;m-^>*, 4-^^;i/-2-^>^>-i-r;i/^->s, i-^;i/-3-^> 
^>-w;v^-+>-s, 2-^^;w3-^>^>-i-<;^^~^ 3-^^;i/-3-^>^ 
>-i— f;w-4^>s, 4-^^;v-3-o-t->-i— oi^^i^, i-^^;i/-4-^>^> 
-l-nv^v^ 2-^^-4-^>t->-i-<;^^->*, 3-^^;v-4-^>t->- 
4-^^;P-4-^>5=->-i-f ;i^^r5>^ i-^;w-^>^>-2- 
-r;i/^^a, 2-^^;wi-^>^>-2— r;v^-^->s, 3-^^;i/-i-^>^>-2--r 
;i/^^rS/^ 4-^^;v-i-^>-t->-2— r;i/^-^->*> i-^;v-2-^>t->-2— f ;y 
a-^*, 2-^^;v-2-^>T->-2--f ;i/^-^r->s, 3-7<9 1 ;i/-2-^>^->-2-r;i/^- 
^rv'S, 4-^5p;i-2-^>^>-2-^;m-^>s, i-^^;i/-3-^>^>-2— r;^^ 

y& 2-^^;i/-3-^>^>-2-<;V^-^->S^ 3-pWV-3-^>t->-2— f ;V:T^> 

4-^^;i/-3-^>x>-2--f frtt^m, \-^)V-A-^y^>-2-^ ;k^->x, 

2-^^;P-4-^>^>-2— Ol^^v^ 3-^^-4-^>^>-2— r;w^-^5/S, 4- 

p<^;i/-4-^>^>-2-<;i/^^>'S, i-y<^;wi-^>^>-3— r;^^->s, 2-^ 
^;u-i-^>^>-3-i';^^>'S> 3-^^;v-i-^>^->-3— r;i/^^->s, 4-^5^ 
;i/-i-^>T->-3— r;i^^>S, i-^^;w2-^>^>-3— r;v^-^s/^, 2-^?;u 
-2-^>^>-3— r;p^^x, 3-^^;i/-2-^>^>-3-^;i/^-^>-s^ 4-^^;v- 
2-^>^>-3-^;^+~>s, i-^-fe>-i~f;i/^-^->*, i-^\+-t>-2— r;v^- 
^>-s, l-^^r-fe >-3— - t;m-^>x, i-^-tr>-4— r ;i/^^>», i-^-fe>- 
5— r;i/2M^>^ i-^\^-fe>-6— oi^^x, 2-^-te>-M ;i/;*^>2^ 2--^ 
+-fe>-2— r ;M-3r->g, 2-^^r-t>-3--<;^^r->a> 2-^-fc>-4— r;i^^-> 

2-^\^r-fe>-5-i';i/^-^^, 2-^\^-fe>-6-^;^4 1 ^a, 3-^-fc>-W 
j^^yi, 3-^-fc>-2— OM-^g, 3-^ir>-3-<;p:*^5'3£&£#Sgtf 

-2— r;i/^-^->S, i-^>-3-^;^^v*, i-^>-4-<;i/^^->a> 2-y-x- 
>-i— r 2-^>-2— r;v^^>s> i-^;i/-i-^n^>-w 
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2- ^^;i/-i-y^>-i— r;i/^-^v», 3-^^hi-7T>-i--fM^^ 1-*^ 
;i/-2-y^>-i--f ;i^^->*, 2-^^;v-2-^>>-i-f 3-^;i/-2- 
:7»-w;kt^>^ i-^;p-3-:/^->-i--f ;kt4^>*> 2-^=p;i-3-:7>> 
-w 3-^^;I/-3-^-t- >-w l-xg^-i-y^-w 
;k*-3^>Xs 2-x^;wi-^>-i--r;^^^*, 3-x^;wi-^>>-i— r;i/^ 
~>s, i-x^;u-2-y^>-i— r;i^4^s> 2-x^;w2-7»-i-r;^^^a, 

3- x^;w2-y^>-i— oi^=^>^ i-x^;i/-3-y'T->-w;i/^>'^ 2-x^ 
;w3-y^>-i-f;^^r->*, 3-x^-3-7^>-i— r;M-4^>S> l, l-^*^ 
-l-y^-i-oi^^x, l, 2-^^^-1-y^ >-\-^)v^r^m. iz-j*?- 
;i/-i--7^>-i— r;i/^-^->«, 2, 2-> ? ^^;i/-i-y^>-i-r;i/^~>a, 3,3-s?* 
5^-1-:/^- >-i— r;^^->s, l, 1-^9^-2-:/^ >-w;i/^:>s> 1,2-5? 
^5=-;v-2-^>>-i—fJV^-^r->^ i, 3-s?^5 : -;i'-2-^>-i— r 2, 2- 
z/*^)V-2-y~^y-\— ov-^r^riym, 3, 3-^y<^;i/-2-7^>-i-<;i/^->s > 

1, l-y ^ fJl/-3-7 t >-l--f ; y 1, 2-5^ 5^-3-:/^ >-M;i^^>^ 
1, 3->?^5^-3-:7^>-M;k^>-S, 2, 2-i^^5=-;u-3-7/^>-i— r;^^>-», 
3, 3-^^5^;i/-3-y^>-l— f^^^ST&D, J;0$?^b<»x^-x;i/^^>'X, 
l-yn^^i-^M^yS, 2-7>°P^>-l-'f ;M-^>S> 3-^n^>-i--r;i/^- 

3^>x> i-^>-w;^^s>*. i-7f>-2-fM^v*, i-^>-3— r;v 
2f-3^>*, i-^>-4--i*;i/^-^>-*> 2-^>-i— r;u^->*, 2-y~^>-2— r 
;^3^>X, i-^?;i/-i-7°D^>-i-f ;v^->s> 2-^^;wi-^d^>-i— r;v 
^-^->*> 1-^^-2-:/ d^>-i— ou^v-s, 2-^5 : -;i'-2-7°n^>-i-^;i^^- 
^yl, i-^^;wi-^>>-i-<;k^-^>-a, 2-2WU-i-:7^>-w;i^^:/K, 

3-/^Jl/-l-7*f >-l-fJl/t^yl, l-^^W2-7^>-W;W^>^ 2-^5=- 

;u-2-^>-i-r;^^->*^ z-^)v-i--f^>-\-^)V^^, 1-^^-3- 
•zrj-y-x— r;i/^-^^>s, 2-^;i/-3-:7'^>-]-^;i^^>s, 3-* 3^-3- 3/^ > 

-KM+yitSD, §5(«t<«XT-M^yS. l-7°n^>-i~<;i, 
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1- < Ji^r^m, i-^f>-3-^M^yS, \-y^> 
-W;i^^>a, 3-7/n^>-M Jl/t^yST^5o 

My;ver-;v^«t«, ±12^11 ^ 2~ 6 u < 
i-y5=->-3-r;^^-a, i-7^>-4--f;^;«> 2-^»-i--r;P5 : -^-K, 

2- 7^ >-2— r;V^S, l-/fJV-l-7"n^>l--f^m 2-^^;i/-l--7°n^ 

^jitt^ i-^^;wi-y^>-w 2-^?;i-i-^>-i— r;^^-s 

3- /?;v-i-7*r>-i-<;i'ft», i-^^;v-2-y-r>-i— r;i/^^-», 2-^;i/- 

2- ^>-i— r ;^^-s, 3-^?;v-2-^>-i— oi^^s, i-^^;i/-3-^>>- 
w;i^;*-», 2-^^-3-^ >-i— nv^m, 3-^^;w-3-^»-i— r;u^ 
s> i-x^;p-i-^>>-i— r;i/^s> 2-x^;wi-y^>-i— nv^m, 3-x^ 
;i/-i-^>>-i-i';^^-S> i-x^;p-2-^>-i— r;^^-*> 2-x^;v-2-y^ 
>-i--r ji^p^s, 3-x^;i/-2-^>-i— oio^S, i-x^;w-3-y»-i-^;v 

2-x^;i/-3-y-x>-l-<J^^-^ 3-ifJH-7f>-l- Ol^^*, 1, 1- 

^^^;wi-y^>-i— r;^^-*, l, 2-^^^;i/-i-y^>-i--r;^^*, l, 3-e? 

^^-l-y^-^l-^^^-S, 2, 2-^;>WU-l-7^>-M;U3^«, 3, 3->^ 

^wi-y^^-w;^^, 1, 1-5?* 3^-2-7/^ >-i-<;i^:<f-S, 1.2-^^^ 
;w2-y^>-i--r;^^-a, i, 3-^^1-2-:/^ >-i--r;^;ts, 2, 2-^^^ 
-^-T/^-i-fJU^S, 3, 3-^ 3^-2-7/^ >-w;i^:«, 1, 

3- 7/>>-i— r;i/^s> i, 2-^^^;i/-3-^T->-i--r ;^^ra, 1, 3-^3^-3- 

-fr>-\-^)V^^ 2,2-J*^)l-Z-y^>-l~1 JV^-j-m, 3, 3-^^5^;i/-3-7/ 
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>^>-w;i/^», )v?arm. i-^>t->-2— r;i^rs> 2- 

1- ^>5=->-3— r;^^-a> 2-^>^>-3— r;i^«, i-^>^>-i-^;v^a, 

2- ^>x>-i--f 3-^>^>-i--f 4-^>-x->-i-^;i/^S, 
i-^>x>-2--r 2-^>5 : ->-2-i';i/5 : -^-a> 3-^>-r->-2— oioM-X, 
4-^>t^>-2— r;^^-S, i-^>^>-3--f 2-^>^>-3-^;b9 1 ^-a, 

1- ^^;wi-^>^>-i— r;^^-S, 2-^;w-^>^>-M;ioF:«, 3-*^ 

^>^>-i— f 2-^^JV-2-^>5 1 ->-W^^-S> 3-*^;U-2-^>t" 

>-i— r;i/^s, 4-^9 l ;i'-2-^>5 : ->-i— r;i/^«^ i-^;w-3-^>^>-i- 
-r;i/^^ 2-^^;v-3-^>^>-i-f 3-^;v-3-^>-^>-w;i^ 
4-;*3\n/-3-^>^>-i— ni/^s, i-*^;i/-4-^>^>-i— r;i/3^^ 

2- p<^;i/-4-^>^>-i-Y;i/^^-S, 3-^^;w4-^>-T->-i—f 4-^ 
;i / _4_^>^>-i_^;v^^-x> i-^^;wi-^>5^>-2-<;^^-X, 2-pWV-i- 
^>^>-2--ovw^ 3-p<^;i/-i-^>^>-2— f;i/5^«> 4-pWI/-i-^>-t- 
>-2— fj^^S, i-^;i/-2-^>^>-2—f;i^3-^ 2-^^;i/-2-^>^>-2- 

^ 3-^^;P-2-^>^->-2— fJl/^S, 4-*^)l-2-1>7->-2— r;i^ 

•tm, i-^^;i/-3-^>7">-2--r;u5 L ^-^ 2-^;w3-^>-x>-2-r 

3- ^^;i/-3-^>5^>-2— r;i/^^-K, 4-^;i/-3-^>-^>-2— ov^s, 1-^ 
;i/-4-^>^>-2— r;i/^^-s, 2-^5^;u-4-^>-5 L >-2— r;u^*, 3-^wk-4- 

y-3--i)V^m. 2-^^;wi-^>^>-3— r;v?«> 3-pWI-i-^>^>-3- 
-r;i/^a, 4-^^;i/-i-^>^>-3— oi^^S, i-^^;!/-2-^>^>-3-< 
2-^5^;v-2-^>^>-3— r;i/^^s, 3-^^jw2-^>^>-3— av^m, 

4- ^^;w2-^>^>-3— r;i/^^-S, i-^-k>-i— r;^^-*, i-^\^-t>-2— r 

^JV^M, l-^\^-fe>-6— 2-^-fe>-l-f JV^m, 2-^-fe>- 
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-5— f;i/^S, 2-^^-fe>-6-^T )V^^ 3-^-fe>-l— n]/3^3rM, 3-^1z 

5=-^-s> \-y°u^y-\-^ 2-y°u^>-\-^ )v^m, 3-^d^>-i— r 

i-y^>-i— r i-y^>-2--r i-^>-3— r;ug=- 
i-7't->-4— ni^M, i-^j-y-x— ov^m, i-f^y-i- ov^m, 

)l-2-y°u^y-\— Ol^^rM, 2-^^)l-2-y°u^y-\--i \-*^)V-\- 

y^>-\-^jv^m, 2-^)v-\-y^y-\-i %-*^)v-\-7*t>-\- 

-fjl/^X, \-*?-)V-2-7* c r>-l-'i )Vtt&, 2-^)V-2-y^y-\— ( )Vtt&, 

r;i/^^-», 3-/f;H-^T>-i- r;i/^^s> i-x^;i/-i-:/-x->- 
i--f;i/^s, 2-x^;wi-^>-w;^**, 3-x^;i/-i-y^>-i-^;i-^^- 
g, l-x^w-^^i-r;^^-*, 2-x^;v-2-> r 5 i >-i— r;i/^^-s, 3-x^ 
;v-2-^T->-i-^;v^^a> i-3L s ?)V-z-7T>-i-'f)\'tt&* 2-x^;v-3-^ 
>-w;i/3^S, 3-x^;i/-3-7>>-w;^^-*> i, i-^^jv-i-y^y-i- 
<i)Vtt&, n-j^^^-i-y^y-x-^ l, 3-^^^;i/-i-^>-i— r 
2, 2-^^^;u-i-^>-i— r;i^^-*, 3, 3-> ? ^^;i/-i-^>-i--i';i/ 
l, i-^^^;w2-y^>-i—f l, 2-^^^;i/-2-y^>-i--f 

l, 3-^^^;i/-2-7'^->-i— r;wp;ts, 2, 2-^^^;v-2-^>-i— oi/^r- 
3, 3-^^^;i/-2-^>-w;i/^^ 1, i-^^^;i/-3-^>-w;u^a, 
1, 2-^*rP;i/-3-:/5r>-i--f ;hp^S, 1, 3-^^-3-:/^>-i-oi/5^^ 
2, 2-^^^;u-3-^>-i— r;v9^*> 3, ^-v ^j-^-z-yr^y-i-^ )i^m-c$> 
K), ^W^l^tex^-;^*^ i-yD^>-i--f;i/5 1 ^ 2-y°n^y-\— ( 

i-^>-3--r;^^-», i-y^>-4— r;i/5M-», 2-^- >- i--r;u^r 
S> 2-7^>-2-r;i/^-S, i-^^;wi-yo^>-i-<;u^*, 2-p<^;v-i-y 
□^>-i— r;u^^*, i-^^;u-2-yn^>--i -i';^^-s, 2-^^;i/-2-yn^> 
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3-^^;i/-i-^>-i-r;i/^s, \-^)v-i-zTTy-\— oi^m, 2-* 
^>-w jv^m, i-^)v-z-^>-\— fjv^m, 3-^;v-3-y-^>-w 

;^«TrfeD> ^Sfc^b^ix^x l-yn^>-H;>?tS, 

2-yp^>-i-<;i/^^-*^ 3-7°n^>-Kjv?m i-^>-i--r;i/^*> 
i-y^>-2--f i-y^>-3— ov^m, \-y"^>-4--c jv^m, 2-7* 

l-7°o^>-l— r;i/^^-S^ 2-7°a^s>-l-^;i/5 r -^-^ 3-yn^>-K 

R'# 1 ^Jt©«*£WbWT : b£Ujs*f!tS&: 2 6 ®7J^^JH^^t 

»£\ i7M-JHiS. 2~6 ©TESIfe b < «^IItftCDT;i/^-;VX 

MWt:ftWiaxf-jH, 1-yntf >-M;t/S, 2-7 3 n fcf>-l— f;i/S, 3-y 

□ tf>-w;i/S, i-^>-i-r;i/*, i-y^>-2— r;i/*, i-^>-3-<;v^ 
i-^>-4— r;vx> 2-^>-i— r;i/», 2-^>-2— f;>3£, l-^fjw-ynt 0 
>-w;ps, 2-^5=-;wi-^nh°>-w;i/», i-^^;w2-ynh°>-w;^ 

>-w;u*, 3-pWW-:/^>-w;i^ i-^^;w2-7*^>-i— t;ps, 2-^ 
^;i/-2-^>-i-<;us, 3-^^;w2-y^>-i--<;i/*> i-^^;w3-^>-i— r 
2-^^;i/-3-y^>-i--i';i/*> 3-^^;i/-3-^>-i-< i-x^;wi- 
:7>>-w;uS> 2-x^;i/-i-^>-i— r;u*, 3-x5p;wi-^»-i— r;i^ 
i-x^;u-2-y^>-i— r;i^ 2-x5=-;i/-2-y^>-i--r;b*, 3-x^;i/-2-y^> 
-w^s, i-x^;i/-3-y^>-i— r;i^ 2-x^;u-3-^>-i— ov&. 3-x^ 
;u-3-y^>-i-^;v*, 1, i-^^^;wi-^>-i--r;ua, \,i--j^)V-\-^ 
>-w;i/», 1, 3-^;>wi/-i-:7^>-w 2, 2-> 5 ^^;wi-^>-i-r;v 

S, 3, 3-^3^-l-^5P>-l--1';i/X, 1, l-v^^;i/-2-y^>-l-<^*> 1, 2-v 5 

^•^jv-2-y^y-i-i 1, 3-> J ^^-2-y^>-i— f ;i^3t> 2, 2->^^;i/-2- 
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y^y-\--()iM, 3, 3-> ? ^^;w2-y^>-i— oiM, \,\-J^)V-z-^>-\- 
-(jim, 1, i-v^ji-%-^ >-i—r jim, l, 3->?^^;i/-3-y^>-i-f Jim, 2, 2- 



>^^-3-:/5P>-i-<;i/S, 3, ^ji-z-^^y-x-^ ji 




-1— r 4-*5P;i-i-^>5P 



>-i--f;i/*, i-^^;i/-2-^>5 1 >-i~i';i/*, 2-^^;w-2-^>^>-i— r;i-s, 

3- p<9 L ;w2-^>^>-i-i';^ 4-^^;i/-2-^>^>-i-i';i/a, i-^^;i^-3-^ 
>^->-i— f JIM, 2-^^;w3-^>5^>-i— r 3-^^;v-3-^>^>-i-f;i/ 
X, 4-p<^;v-3-^>9 L >-i-i';i/a, i-^^;!/-4-^ >^>-i-<;i/*, 2-^wp- 

4- ^>^>-w;i^ 3-^^;i/-4-^>5 : ->-i-i';p*. 4-*^;u-4-^>^>-i- 
-iJiM, i-^^;i/-i-^>^>-2-i-;^ 2-^?;wi-^>5 i >-2— r;vs, 3-^3=- 
;i/-i-^>^>-2— (Jim, 4-^ji-\-^y^y-i-< jvm, \-^JV-2-^>^> 
-2-^jim, 2-^^;i/-2-^>^>-2— (jim, 3-^^;u-2-^>^>-2— r;ua, 4- 
^^;i/-2-^>^>-2— r;i/*> i-^5P;i/-3-^>^>-2-<;i/X, 2-pwi/-3-^> 
5F>~2—r;i^ 3-^^;u-3-^>^>-2--f;vs, 4-^^;i/-3-^>^>-2— (jim, 
\-^ji-4-^y^-y-2--< jim, 2-*^ji-4-^y^y-2--( jim, s-^^ji-4-^ 
y^y-2-^ Jim, 4-*^)i-4-^y^y~2--( Jim, x-^ji-x-^y^y-z— (ji 
M, 2-^;i/-i-^>^>-3—r JiM, 3-^^;i/-i-^>^>-3— (jim, 4-^ji- 
i-^y^y-z—f jim, \-^ji-2-^y^-y-i— ( jim, 2-^ji-2-^y^y-i- 

jiM, i-^Ji-2-^y^y-i— (jim, 4-*^Ji-2-^y^y-z--( JiM, 1-^ 
yy-i—fjiM, \-^yy-2--( jiM, i-^yy-z— (jim, \-^yy-4-i ji 

M, l-^\^->>-5— (JIM, l-^\^r->>-6— (JIM, 2-s\*isy-\— (JIM, 2-^ 
zyy-2--(JlM, 2-s\^yy-l— (JIM, 2-^\^r->>-4— (JIM, 2-^\+5/>-5— (Jl 
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v>-3— r^SfcC^^tf £ti> £?£b<tex^x;vs> l-yntf>-w;i/^ 2- 

s> i-^>-3— ova, i-y^>-4-<;i/^ 2-^>-w;vs> 2-y^>-2—f 

)Vm, l-^?^-l-7°nt°>-W;H, 2-^^;i/-l-7°nt°>-l— r;i/S, \-^)V 
-2-yDtr>-W;i/S, 2-^^H-yDtf>-MJl/S, l-^^-l-^>-l— f 

2-^;w-:7>>-w;i^ 3-^5 1 ;i/-i-> r ^>-i-i';ws, 1-^^-2- 
^>-i— r;i/S. 2-^^;i/-2-^>-w;vs, 3-^^;^-2-^>-i--f 
l-^TJV-s-y^y-i— r;i/*> 2-^^;i/-3-^>-i— r;i/*> 3-^^-3-7^ > 
-1— r;vs, \-x.^)v-\-zf^>-\-^)vm, 2-x^-i-^>-i-f;^ 3-^^ 
;i/-i-^>-i— t;ps, i-x^;i,-2-^>-i-r;i^«, 2-^^-2-^5 : ->-i— r;p 
S> 3-x^;v-2-:/5P>-w;]/S, i-x^;i/-3-^5 : ->-i-'f 2-x^;v-3-y 
^>-i--f;i^ 3-x^;i/-3-7^>-i--f h\-^^)V-\-^y-\-^)vm, 

;p-i-^>-w;i/S> 3, i-v>*j-)\>-\--??-y-\-' ovm, 1, 1-^3^-2-:/^ 
>-\-^uvm, 1, 2-y^^-)v-2-y^y-\-^ )vm, 1, 3-^^^;v-2-y^>-i— 
a, 2, 2-^^^;i/-2-y^>-i— r;i/S> 3, 3-i?pWi/-2-:/^>-M;i/S, 1, i-s? 
^^;v-3-^>-i--f i, 2->?^^;i/-3-y^>-i— avm, 1,3-^^^-3- 
y^>-i— c;uak 2, i-z?*^)V-z-y^>-\-^ )vm, z,z-~J*^)V-i-^>-\- 
-IJlMT-fcV, J:D*fSb<}ixf-Jl/i, l-^ntf>-l--<;i/S, 2-7°nfcf>-l- 
3-yntf>-i--f i-y^>-i-^;i/S, i-:/^>-2— nv&* 1-^ 
>-3— r;ws, 2-r/? 1 >-w;i^ 2-y^>-2--r;^ 1-* 

^;u-l-yntf>-l-^;i/S, 2-/^Jl/-l-7°n tr>-M;PS, \-^^)V-2-y°n t° 
>-i-fji^ 2-^^;w2-yab°>-i-^;vs, i-p<^;i/-i-^>-i-<;^ 2- 
;*^;w-y^>-i— 01/*, 3-^^^-i-y^>-i—r;i'-S-, i-^^;v-2-^>-i- 
-r;us, 2-^^-2-7^>-i--r;^, 3-^^;u-2-y^>-i— r;i/*, 
3-y^>-i— r 2-^^iW3-y?>-i— r;i/S, 3-^^;u-3-y^>-i— r;i^ 

$ £L< «x^-;i/X. l-ypt°>-l— 2-7°nb'>KJV 
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oifelf^b<tti»l, l-yptf>-w;i/S, 2-yntf>-i-<;i/^ 3-:/ 
>-i— r;p^5>s, 3-ynt:>-M;W'>i, i-y^>-i-<;^^^»> l- 

^>-2-r;v^-^r~>S> l-tt>-3-~f JV^r^^ \-y^>-i--i )V^-=¥zym, 

2-^>-i— r;M-^>a, 2-y?>-2— om-^>s, i-^^;i/-i-7°nk o >-i-f 
2-^^-2-ynt?>-w ;w^~>S, i-^^;v-i-^>-i— f;i/^ 

;W2-^>-l— r;^**>*, l-yfJH-^^l-^j^+yl, 2-^;u-3- 
^>-i— f;i/*^^*, 3->wu-3-:/^>-M;t^^>^ i-x^;i/-i-:/5P> 
-i-<;vt^yi, 2-x^;i/-i-y^>-i— r;v^-^->*, 3-x^;v-i-y^>-i-< 

l-x^i^-y^-M;^^^ 2-x^;i^-2-y^>-i— r 
vi> 3-x^;v-2-^>-i--r;i/^-^>'», i-x^-3-y^>-i— r M*^, 
2-xfjk-3-7'f>-i-i , ;v^yS, 3-x5=-;i/-3-^>-i-" rju^^ft^ i, 
*^)v-\-7^>-\- om-^v-s, i,2-i?*^)]r-\-'7 ; ?>-\-'()Vttzs&, i,3- 
^^^;u-i-^>-i— oi^^v-a, 2, 2->?^^;u-i-y^>-i-i' ji^^->s, 
3, 3->^^-i-:/^>-i--f l, i-> ? ^^;i/-2-y^>-i--i';i/^-^'>* 

l, 2->^5p;i-2-:/5P>-i~f ;i^^->S, i, 3-^^^;!/-2-^>-i--r;i/^->* 
2, 2-y^^)i-2-y"^y-i--(jv-t^^&, 3, 3-^^^;p-2-^>-i--r;i/^^* 
i, i-s^^^;i/-3-7^>-i— r;i/^->*, i, 2-^5 1 ;]/-3-:/:f >-w;i^^>x 
l, 3-s^^^;u-3-y^>-i— f 2, 2-^^^;v-3-^>-i--r 
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>-w;M-=^>», 3-^>^>-w ;>t*->s, 4-^>^>-w;i/^->*. 
i-^>^>-2-r;i/^>-*> 2-^>^>-2--r;i/^v'a, 3-^>^>-2— r;i/^- 

3— f;i^4^*, i-^>^>-w;m-4^>*, 2-^>^>-i— r;i^^>s, 3-^ 
>^>-i--f ;i^3^>S, 4-^>^>-i— r;p^~>», i-^>^>-2~y ;v;t^5> 
2-^>^>-2--f;M-^->^, 3-^>^>-2—f 4-^>^>-2-< 
JPt+yi, l-^>rP>-3— OVttzsm, 2-^>^>-3— r;^^->*, I-pWP 

-i-^>^>-i— r;^^->», 2-pww-^>^>-i— ot^^a, 3-^;i/- 
i-^>^>-w;m-^>k, 4-^5 L ;i^-i-^>5 L >-i-'f;i/^5>a, i-;*^;i/-2- 
^>5^>-m;m-^>^ 2-^^;i/-2-^>^>-i-<;^^->s, 3-^^;w2-^ 

>-i— Ok^-^S, 4-^;1/-3-^>^>-m;m-^>s, i-;*^;i'-4-^>^> 
-l— r;i/^->», 2-^jw4-^>^>-wji/^>^ 3-^5 r -;i/-4-^>^>- 

^jm-^>x, 2-^^;i/-i-^>^>-2— om-^>s> 3-p<^;p-i-^>?>-2— r 
A-^)V-\-^y^>-2-^ )V^r^^m, i-^^;p-2-^>^>-2— r;i/ 
^v-^ 2-pWi/-2-^>^>-2— r ^^rv-S, 3-^^;v-2-^>^>-2--f 
3^>a, 4-^^;^2-^>5 = ->-2~<;p^-^>'S^ i-^^jw3-^>^>-2— r;w*^ 

yl, 2- / f Jh3-^ >f >-2-< y 3-^^;W-3-^>5 L >-2— f toUr^s 

1- ^^-iv-A-^y^y-i-^ iv-t^ism, 3-^^;u-4-^>^->-2— oi/^^ak 4- 
^^;w4-^>5^>-2-i';i/^-^>'S, i-^^;i/-i-^>^>-3— r;i^^>*, 2-;* 
5 1 ;i/-i-^>^>-3-i';^^->s; 3-^^;wi-^>^>-3-< ;i/^-^>-a> 4-^ 
;i/-i-^>^>-3— f;i^4^>*, i-^^;u-2-^>^>-3-<;^^>'S, 2-^^;u 
-2-^ >-3-< ;i^=^>*, 3-^ ^;i/-2-^ >^ >-3—r 4-*3MP- 

2- ^>^>-3— r;i^^->s, i-^^>-i— t;m-^>^ i-^s>>-2— om- 
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^->1, l-^^^>'>-3-i';^^'^ 1 '>a^ l-^-yy-A-^ Jl^^M, \-^\3rzs>- 

^s/>-2-< ;i/^-^->s> 2-^\^->>-3-r;i/^-^s/», 2-'\^»-4— r;M-4^> 

2-^\^>->-5-<;V^->^ 2-^s^-»-6--1';^^r>'*, 3-^5^ >-w 

3-^\^'»-2—r;^4 i ->s, 3-^^>-3-<;i^^^ft£^w 

-2-^;i^^>*> i-:/=p>-3— r;p^v-s, i-^>-4--f ;^^->a, 2-^ 
>-i— r;v^5^3£, 2-y^>-2— r;p^-^~>s, i-^;w-:7°nt:>-i--i';i^^ 
->S, 2-;*3^-l-7 0 nh°>-M;i^=^>S> \-*J-)V-l-~7n\±>-\-^ fy^r^s 

2-^^;i/-2-yntf>-w;v^>'S, i-^^;p-i-^>-i— r;p^->», 

2- ^^;i/-l-y5 = ->-l--f JPt^yS, s-^^P-i-y^^i— ni^^v-a, 1-^9=- 
jv-z-tty-i-t jvtt^m, 2-^^-2-^>-i--f ;m-^>S, 3-^^-2- 
^>-i-^;^^r~>S, i-^^-3-^>-i-<;^^->^, 2-^^;u-3-^> 
-i-dv-**^, 3-^^;i/-3-^>-i-<;^^^>s, i-x^;v-i-y^>-i— r 
;i^^>^ 2-x?;v-i-^5 1 >-i-f ;m-3t>-^ 3-x^;v-i-^>-i--f;^^ 

i-x^;i/-2-y^>-i-^;^^r->*, 2-x^ji,-2-^>-i— r;k*^>*> 

3- x^;i/-2-y^>-l— r;^^^*, l-xf;h3-7*f>l--fJl/t^yS, 2-x^ 
)V-z-y"^y-\—( ;M-*->S, 3-x^;i/-3-y^>-i— Oi/sMrv-*, 1, l-i?*^ 
-i-^>-w;w^>-a, 1, 2-^^^;p-i-y^>-i-^;^^>-a, 1. 3-s*;*?- 
jv-\-y^>-i-^ m^^, 2, 2-> ? ^^;i/-i-y^>-w;v^^«, 3,3-^^ 
^-l-y^-w ;m-^->*. 1, l-s^^^-^^-MJi^t^v-a, 1, 2-^ 
*9-)b-2-tt>-\-4)l'tt5s& l, 3-^^5 1 ;i/-2-y^>-i--i';i/^-^s>», 2,2- 
^^^;u-2-^>-i--f ;i/^>-*, 3, 3-^^^;w2-y^>-i--f ;i/^-^>-», 

1, l-y^5^;W3-^>-l-1' ;i/^-^r->S, 1, 2-J*^)V-3-7^>-\-l 
1, 3-^^^-3-y^>-i— r ;M-3p->g, 2, 2-> ? ^^-3-y5 i >-l-^;u^>'*, 
3, 3-y^W-7f >l-^M+ylTS t fcDff^L<Sx5 1 -WyS, 
l-7°ot:>-M ;^^r^>S, 2-7°nt:>-l--i';M-=^>^ 3-7°nh°>-KM 
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^rv-S, i-y^y-i-i i-^>-2— fM+y*« i-^>-3--f;v 
^->«, i-y^>-4-<;p^-^^, 2-y^>-i— r;i^^>«. 2-^>-2— r 

M^yS, l-^^;i/-l-yat°>-l-<;i/^vS, 2-^f;hl-^ul:>-H;P 
t^vi, l-^^;i/-2-7°nt°>-W;^^->S> 2-p<^;V-2-7°Dti>-l-'i';i/^- 

3^>S, i-y^;p-i-^>-i— r;^^^*, 2-^^-i-^>-w;^^->* 
3-^;i/-i-:/^>-i— OM-^ak i-*^;i/-2-:/^>-i— r;i/^^>*, 2-^^ 
;i/-2-^>-i--r;^^->S, 3-^;i/-2-:/^>-w;i^^>^ i-^;v-3- 
:/^>-WJM-3^>a^ 2-;Wi'-3-;7^>-w;M-=^>a, 3-^^;u-3-^>> 

i~f;v^^>*, i-^»-2-r;^^^>», i-^>-3-r;p^^v»> i-^> 
-4— ovjr^ym, 2-^>-i— r;i/^->», 2-^>-2— ovrt^XT&D, 

^£fe£?£b<«x^x;i/:<M->^ l-yntf>-M;M-^>S, 2-7°nh°> 
-W/M-^>^ 3-7'atf>-H ;^^->STrfe§ 0 

3-^p tr>-i— r i-7^>-i--f i-^>-2-r;u^ 

i-y^>-3-^;^^-», i-^>-4— r;i/^3£, 2-y^>-w;io>^S, 

2- y^>-2-f i-^^;i/-i-^ptr>-w;u^s, 2-/f;wi-7°n t° 
>-i--r;i/^^-S, i-^^;i/-2-7 3 Ph o >-i—r 2-^^;u-2-7°Ph°>-i- 
-r l-^^v-i-y^^w;^^-*, 2-^.^jw-i-y^>-w;i/^a, 

3- ^^;i/-i-y^>-i— r;^^-*, i-^^;i/-2-y^>-i-<;^^-S> 2-^^;i^- 
2-y^>-i-<;u^», 3-^^;i/-2-^>-i— ow^S, i-^;u-3-:/^>- 
1— oi^^*. 2-^^jW3-y^>-i--<;^^> 3-^^)u-3-^>-w;^^- 

i-x^;i/-i-y^>-i— nvtt^ 2-x^;wi-^5 = ->-i--f Ji/^S, 3-x^ 
;i/-i-^>-i-r;i/^», i-x^-;i/-2-y^>-i--r ;^^*> 2-x^;u-2-y^ 

3 2 



WO 02/080899 



PCT/JP02/03006 



2-x^;U-3-y^>-l--f )V^m. 3-X^;i/-3-^>-l— OVtt&, 1, 1- 

^^;p-i-^>-i-f;^«, 2, 2-^^^-i-y^>-i— oi^**, 3, 3->?y< 
^-l-y^^-i-r;^^-*, i, i-^^^;v-2-^>-i— ov^m, \,2-v*^ 
;i/-2-^>-i— r^^rs, 1, 3-^*3^-2-:/^ 2, 2-v^^;v 

-2-y^>-i-f;^^, 3J-^pWW2-:/^>-w;hm-S> 1, i-^^wv- 
3-y?>-i— oi^^s, 1, 2-^^;w3-:/5p>-m;hp^S, 1,3-^^^-3- 
y^>-i— nv^m, 2, 2-> ? ^^;i/-3-y^>-i--i*;^^-a> 3, 3-v^^;i/-3-y 
5P>-w;i/5^a, i-^>^>-w )V^^, 2-^>^>-i-f ;i/5^^s, 3-^ 
>^>-i— av^m, 4-^y^y-i- r x-^yj-y-i- r;^^-*> 2- 
^>^>-2-< 3-^>^>-2-r;i/^^s> 4-^>^>-2--f;v^^, 

1- ^>?>-3-< jv^m, 2-^>^>-3--r \-^y^>-\-i)v^m, 

2- ^>^>-w ;hf^s, 3-^>^>-i— r;v^^-a> 4-^>^>-i— oi^^a, 

1- ^>^>-2— r;^^-*> 2-^>^>-2— OV^m, 3-^>^>-2— ou^m, 

A-^y^y-2~i )v^m, i-^>^>-3— oi^m, 2-^y^y-z--( )\>^m, 
\-*^)\>-\-^>?->-\-' ov^a, 2-^^;v-i-^>^>-i— r;v^^-», 3-^5=- 
;i/-i-^>5P>-w;^:«, 4-^^;v-i-^>^>-i— r x-^iv-i- 
^y^y-i-i jv^m, i-*^)V-i-^y^y-\~i )V^7t^ z-^^jw-^y^ 
y-i— oi^^S, A-*^)\>-2-^y^y-\— r i-^^;w-3-^>^>-i- 
-oi/^a, 2-^^;w-3-^>^>-i-f )V^m, 3-^;i/-3-^>?>-i— 01^ 
4-p<^;w3-^>5 1 >-i-'i';^^-*> \-^)V-A-^y^y-\~i 

2- ^;u-4-^>^>-i— av^-tm, i-^^-A-^y^y-x-- (Ji^m, 4-^ 
;w4-^>5^>-i--r^^«, i-^;w-^>^>-2-< 2-p<^;i/-i- 
^>^>-2--r;i/^*S> 3-^^;v-i-^>^>-2--f ;^^-S> 4-^?;i/-i-^>^ 
>-2— oi^^S, i-^;w2-^>5^>-2— r;^^-s, 2-^3^-2-^>^>-2- 

-f;i/^;«, 3-^^;W2-^>^>-2— fJl^jrM, 4-^^;i/-2-^>^>-2—f;^ 

^-s, i-^^;i/-3-^>^>-2— r;^^-*, 2-^ 5"-;i/-3-^ >5P >-2-r j^^s, 
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)V-4-^>^>-2-^C)V^m, 2-*^}V-4-^>3 1 >-2--( KttM, 3-^3^-4- 

^>5 t >-2— A-^)v-A-^>^y-2-i)v^m, \-^)v-\-^>^- 

-oi^^-aE, 4-^^;wi-^>^>-3— r;v^^, i-^^;i/-2-^>g l >-3— r;i^ 
^"S, 2-^5";W2-^>5 : ->-3— r;i/5^^s, 3-^^;i/-2-^>^>-3-r ;^ts, 
4-^;w2-^>5P>-3--<;^3-s, i-^v^>>-i— ov^m, \-^y>-2— r 
i-^\^>>-3— r;^^-*> i-^\^r-»-4— tju^^-s, i-^->>-5- 
-ni/^x, i-^\^->>-6--r;w^^S, 2-^\^^>-i--f;v^*> 2-^\^>>- 

-5—r;^^-s, 2-^\^5/>-6— (ji^-tM. 3-^\^rv->-i— oi/^s, 3-^\^> 
>-2-<;^^-»^ 3-^\^^>>-3— r;^«^£^vf e>n, £?£b<tex^x;i/ 

;i^3-s, i-y^>-i— nv^s, i-y^>-2— oi/^s, i-y^>-3— r;i^ 

;i/-2-^ot! >-w;i/M-«, 2-^^;i/-2-ynt°>-i--r;i/^S, l-^wu-i- 
:/^>-i— r;i/^^-*> 2-^5 L ;i/-i-y^>-i— r;^^-s> 3-^;w-:/5P>-i- 
-y;!^^^ i-^^;i/-2-y^>-i-^;i/5 : -«> 2-^^;i^-2-^>-i-i';v^a- 
3-^^;i/-2-y^>-i— r ;i/5"^-K> i-^^;i/-3-y^>-i— r;^^-», 2-^^f;l— 
3-y^>-i— ov^JrM, 3-^?;v-3-^>-i--i';i/^s, i-x^;i/-i-y^>- 
\-i)V^m, 2-x5 L ;wi-^>-i— ovttm, 3-x^;!/-i-:/5p>-m;hp* 
i-x^;i/-2-^>-i--<;i/5 1 «> 2-x?jw2-^>-i-<;i/^^-«, 3-x^ 
;i/-2-y^>-i-r;i/?^-*, i-x^;i/-3-y^>-i— r;i/^^ 2-x^;i/-3-y^ 
>-w jv^*, 3-x^;v-3-^>-w;i/^»> l, i-^^^;wi-^>-i- 
-fju^g, 1 2-s^5P;i/-i-:/rP>-i— r;^«. l. 3— ^< ^^i^— ^ — l — r 
2, 2-> ? ^;w-y^>-i--f;v3^S> 3, 3-v^^;wi-^>-i— r;p 
l, i-^^^;i/-2-^>-i—r;i/^*, l, 2-v^;i-2-:/^>-w;hf- 
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3r&> 1, Z-i>^^)V-2--f^y-\-^ (JV^m, 2,2--J^^-)V-2-y"^>-\^ 

2, l-J^)V-Z-f^->-\-^ )V^m, 3, 3-y^f;H-7^>l-fJ^tSTfe 
0, J:Dff^L<«x?zjWS, l-ynh°>-W;i/^^-S, 2-;/ci tf>-M 

)Vtt&. 3-yntf>-w;v^s> l-y^-i—r;!/?^-^ i-y^>-2— r;p 
2-y^>-2— ohp^s^ i-^^;i/-i-yntr>-i-r;i/^*^ 2-^^;v-i-y 

nf>i--fjWl, i-^^;u-2-yntf>-i— 2-^f;v-2-7 p ntf> 
-l— f;i/^^-S, i-^^;wi-^>-i-<;i/^*> 2-^5=-;i/-i-^>-i— r;i^ 
3-^^;b-i-^>-i--f;i/^^a, i-^^;i/-2-^5 : ->-i-'i';]/^», 2-^ 
^;v-2-^>-i-<;^^-s, 3-^^;w2-y^>-i— r;^^-*, 
^>-i-r;^^-s, 2-^^;w3-^>-i— ov^Jrm, 3-*5f;w-3-^>-i— r 

2-yDtf>-i--r;i/5 1 ^-^ 3-yotf>-i— r;^*^ ov^s, 

\-rf^>-i-< ivttm, i-^>-3— ovttm, l-:/5F>-4—f 2-7* 
2-±:7^;i^ as— r>^-t-;«, s— r>^-fe-;i^ T-fe^-^^i/- 

^^-^•^a^^Tia-a-, iJU-JI/^vltH _hfEj^*ffc 6 te^L 12 ©7U 

7i-M=^->i, i-±7^;i/^->*. 2-±7^;^^->*, as--r>^-t-;v 



WO 02/080899 



PCT/JP02/03006 



IMttl^bTR 1 ^ 1 J^i^WmS^^bTV^T^ckl^*^: 6 12 ODT'J- 

JV^^^-rm^, i/U-JWItfl ±IHm*^: 6 ft^L 12 ©7U-J1/ 

=.JV^^M, l-j-7^)Vtt&, 2-±y^-)V^m, as-Y >^-fe-;i/^^-S, s- 

R 1 ^ 1 aiCDiKftSS^rUTViTfe «klr^*R7fc:Hl, 18 COT^^I/T U —;V3£ 
hU;i/3£, ^>U;i^ ^->^;i/*, ->^-;i/^ 

;V7'J-;Pt+^l$^t^ i7JVWJ-M*ySi:ll ±E^*3& 7 

2, 3-^^u;wi-^->s, 2, 4-^s/u;u-i-^2/*, 2, 5-^->u;i/-i-^-^ 

^~>*, 2, 3->^-;Wl-^->^ 2, ^yZ-^-l-t^rv'S, 2, 5-^*— 

jaWfsn*. jf*L<tto-h'J;U^^S, ra-hU;^yS, p-h'JJ^y 
& 2, 3-+y'JJV-l-^yS, 2, 4-3^>U ;1/-1-^~>S. 2, 5-^y'JJV-l-^ 
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tt->m, 2, 3-y^"Jl/-l-^yI, U-y^-JhWyl, 2, 5->^-;U- 
l-^v^ o-X^UM^^ nK*^U;M-^>», p-X^'J;i/^v*T* 
t» > ck D$f £ b < o- h U ~>S, m- h U ;V^>-X, p- h U JVttzsm, 2, 3- 
^->U;P-l-^-^^>a, 2, 4-^->U;i/-l-^5>S, U-^yU^-l-^yS, o- 
Z*-)V3r*z/^ m-^p<^:;i/^^*, p-^ p^M"^^ ^>5F;i/;^>^. 
o-X^U^^^S, m-T^U;^^*, p-7?UJWyS?^t), 
tt<(io-hUM+ya. m-HJ;M-^>*, p-h'JJP^yS, 2, 3-^>U;P 

2,4-+y'JJV-l-^yi, 2, 5-^>U ;i/-l-^->S> 
^>XT& feoi ^ Ktto-h'J ;V^->^ m- b U ;i^^->^ p- h U 
M^yiT^§. 

mtmzumxuQ-v^^^rm, i-hu;ws, p-hu;wi, 2,3- 
^->u;wi-^^ 2,4-^->u;i'-i-5P;tS> 2, 5-^->u;i/-i-^a> 0-^^^ 

)V^m, ^-JlttM, p-Z *-JVtt&, ^i/^JV^M, 

-i-^^-*> 2, 4-v-^n;i/-i-^^> 2. s-^-^-i-^:^ o-x^-u;!/^^-^ 

S> m-NU^^-S, p-h'J;WS, 2, 3-^FS>U;i/-l-^*, 2,4-4^>LUl/-l- 
5^S> 2, 5-^->u;i/-i-^*> o-^^-;^^-S, m-^^;i/3^^ p-^7^ 
^~>^;u^«> 2, 3-~>^;i/-i-3^i-», 2, 4-is*—)V-\-ttm, 

ST^D, £D£?£b< &o-h U;i/5^S^ ra-hU.^ftl, p-h'JWl, 2, 3- 

^>u;wi-^^-^ 2, 4-^->u;u-i-^S, 2, 5-^~>u;wi-^^-*, o-^^~ 
rhu;^ts, p-bu;p^», 2, 3-^~>u;i/-i-^*> 2,4-^~>>j;P 
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2, 5-^->U;i/-l-^«, *>-^)lttM~T:&K), feotfe^Ktt 
5-7xrjK>fJH< 6-7x-JK^->M, \-±73 L ))s*3 L )lM, 2-j-7^)V 

\-j-7^)ix.zFjm, \-±y^)v^u\±)vm. 2- 

^xix^nb;!/^ 4-7x-JV7'?M 1 5-77 x — ;I/^>^S, 6-77rc-;i/^N 

^>;va, 2-±y^-)v^)vm, \-±y^)v^)vm, i-r 

75^;vx^;i/S, i-±7^;w7/nb°;va^ 2-^^^;V7/ntf;v*-e$>D, £D£r£ 
b<te^>^;vs, 7i^H, 3-77^-;i/7°Dt°;i/S^ 4-y ^~)V7*?-)vm, 

*^)IMx&iq, $ 5>t$?^b<«^>> 5 ;i/^ 7xT>fM> 3-^x-^7°nt° 
^ji^^as^-*-*^ ^T^;mr;v^->*t«, JhfBM»su &v>b 18 <d 

^J^H^>yJ^^7l> 7x^fM^7S, 3-37 a: b;i^=^>^ 4- 
7x-^7?;^+yi, 5-7xZjK>fJW^y|, 5-7x-JK+7M+ 

5>*, i-i-y^)]/^)Uttzs^ 2-^:7 ^;m^;i^4^>X, i-±7^;i/x^;i/ 
'^v-S, 2-7-7^;vx^;i/^-4vS> i-t7f;v7'nt:;Pt^">S, 2-^-t/^;u 
7 3 nt°;k^-^~>S^^^tf en^»o »£b<«^>^;i/;<Mr>* 7x?fM 

^->S, S-T^-^T/ntf;^^^ 4-7rc-;V77^;^^>-», 5-7x-JK 
>fJkt^7l, 6-7xrjK^yM^yS> l-j-y^JVt^Jlsttz/^ 2-y- 

y^)V^^)^^r~>m, i-j-y^)VJL^)i^-*^&, 2-i-y^-JV^^-JV^^r^m, 
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^>i?JV?tl, 77oiT^;V?«, 3-7x'JV7n ¥)i>^*m, 4-7^-)l>7* 
5-7x-JK>f;i'5 1 ti, 6-:7oc-;W\^>;i/^:«, 1-^:7 3^ 
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5c 5a 

L6 0DAn^Mb7^;H, K*»2^:Vib l2©7;i/3^7;i/4-;V3£, 

^16©7JV^-;H> Kit 6^^Ll2 07 l J-iH^ j?5*i&7&^b 18 COT 

— ^(5b)©^^#ltt— j^^(3c)CDft^<t— K(5a)(D^^#)^^ h7th*07 
^ >#0«iicf»T?S*$ii-* d tJCcfc 0 KMt UTftS^ 6 

— JK£(5a)®<fb'&#rt;£— jK5S(5c)©'fb'&4feK: 7* yft^7x"m * U ;!/ (DPPA) 
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Y— L — C— N — T—H 
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x Q / — . R 1 

Y— N— C— T— H ^ -A-M 11 ^ 1 — W 
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Ho J Vs^v co ^ Et 1)CIC0 ^ Et a Ho^r^rv c ° 2Et P BU 

^ 0 JU R1 2)NaBH 4 - 0 JU R1 

la Ik 
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Tkmit^iymi- b u *a, tk*t*^*;& u # AssratTG-r* £ 1 £ £ u asia-e^ 

-So 

-^(ic)(Di\:^mtb)iJ^>m(D^mm-m^, vt-vm ^^u{5a.g\^>^> 

HS^ (ld)©ft^ttf b 7 t H n 7 7 >«Cf i^it , — «aS;(lc)<0'fb'&4bfc 

tKM^MJ^A* *lt^*U^A#Tln7k^#-r-5 21i:fc«fcD»3fiT€r*. Kfo 
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i > l xho i) mm 



2) 




OH 

.CHO XXHO mt JwC0 2 H 





r4 x t ■ — ► h 4 4- J *" R4 -iv 

2c K 2d 2e 

"To 

N,N-S^ ^JV^;i/A7 5 t*ft 5 ;Wi^!l£ RJS$^5 ^5tffi* 

7t h h 7 k H o 7 7 ^a^©^!^, mm, h;i/x>x;i/zK> 

— J8£^(2d)©fc£-i&te— *£5£(2c)©{fc£-!fek:> N-7^f Wj^7S 
tF077X N-^WVtfD'J F>&£(D|«4n TR^itx h U V A, ^U^Atert 
7/ h=^> F ft £ff^8 ^tfcf, ' 3 7{^fMt*©An^Mb7^M 

-lx^(2e)(Dfb^«-^(2d)©{b^^^^5 : -;i-7;;u^^-> H t u >m~^ 
mi- b u ^atk^^^-m^ m&mm± b u ^a^hco^^j^^^-^^ 
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§ £ £ id J: 0 §Si£ £B* « o 




4d 

O 




4g 



t^cfcD fierce, i«tt«iix.«Tf7tFo77>^, — «e^(4a) 

— ^(4d)©^^»— $£5£(4c)CD{k^<h^1t;^l/>7"- ht>5 KU7 

— ^^(4f)C0-fb^tt7" h7tFD77 >#<DW!!^4 1 , -^5C(4d)C0-fb^fc 
— ^(4e)©ft^£zMSft:?- h U <^A, 7K^k7J U ^A#&T^£/&£it:7c^ 
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HO-V^T B r DClC0 2 Et H O^ipY Br N^^R 8 Q^]pT Br 
- 0 i^ 2)NaBH 4 ^CT^ 
5a 5b 5d 



1") 

nBuLi E J 0 
: jf^f Et °0 4e NaH 



5e 2)Pd/C H2 




R' 

5g . 

£ □ p =pg|> 5^;k # □ p ^iif;^^^$f§ d t K «fc D Bft&TMft t bfcft, 

— flg^CSe^L^fcfcx- h7th'D77 ^©^Tt&igJtPp, -^^(5d)©-fb^#lfc 
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— O 
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CHO 



p 

NH 



R 




6d 



3^, #BB-*S-«^B5^*fcl^IU**, R 2 &±f2^L7c Y-L-*^7t« Y=L-*fcM 
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zzLtiz^vmrnm^* Km^mmm, m^t^>^£>, b)ix.>m*-v, m 
iitT-^7 5> (tf^u> ? >, tfnu5»#) (wife, &M.m&m 




Pd/C, H 2 



o 



NH 
O 



7a 



7b 



H2 

la Hi l£ id 

CI2Pd(PPh3)2 BocHN'^Y^ CH0 Dwittig BocHN-"^jPj^r C0 2 Et 

CO, HC02Na ^O^X^ 2) H2, lO^Pd-C 3 " ^0 X'' °Y" 

ie it 1 

D3Si£T#5. ^mtlTH, -20°C^6 50°C /W£ 
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— ^5C(le)(D-fb^#f«N,N-> 5 p<^;i/^;i/AT5 F^©#«^^> 5?^ P D tf^ 
mum tl/TH 80°C ^ 5 15.0*0 SIK 

?JVk"DiJHX fh7kHn77 >*aa&*7 X *XzK^— h£fM§S 

C(2) 

l.littigEft I.BHRHEtt 

q 2. Horner-Eimtions&JfS | 0 2- 7 5 K-fbS/S 

/L n A.,^^wCH0 3. *tt*ftfc£* ^Vo^N^Y^r^^T C °° Et 3 " 

^° gcr - ^-o 1 ^ 1 v " 

2a 2h 



COOH 



5£*> R te_hfE£^L7c Y-L-S£fcte Y=L-gfc#Jft"f <5g&3K-r. 

/^*M75 K^JV-pt^i/trnU H>, fh7tHn77>7j;^©iI^ 7K 

7b*s/%)Vtf=.)v&*WLfe&ftTi&umvfz'&, 4Ufc7 5y»fc rcooh 
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&V>T, &mz£K) z\£\z£Q %> B ffi, 

^?MM*y ^^^?MJPA75 \zfc£<D^m&m$** l-x^;U-3-(3- 

inLTfe^v^o ^7j<^MJS«^^y-;^x^y-j^£o^^zK^b± h u 

MjS^fe c(3) 



COOEt BMksje rt^^v-COOEt . >7 y^Sj^ ; %^ I ^ v C0OEt ftMTkiWbJEJES 




aa ' " ah 1 1 

mnr 1.75 K-fcJ5JtS 9 „ nnu 
C00Et 2jP7k#ggjS r^n^V^V C0DH 
Oy *" H Oy^ 

M & 

5£(3d)<E>te£-#lte, ^(3c)©^#I^:^^y-;K y X^r h 7 t 
-fl£^(3e)<£>{t-&tlteu S(3d)0^*«D75 RCOOH £iffi«gr$12:fc«fc:, 
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Mjgfe C(4) 

rau -2ot: e. 5o°c s b v * 0 

5 ; ViYM % Km 3 it % d £ K £ D MitT £ £ o K J&ffl* t b T «-7 8<C M ^ T 3 . 

^Jl/HDUHX t b 7 1 H n 7 7 >>fiaa:*7*7 >, *X*^-h£fi^$ 
It&gt Th7tHP77>f®^l+, rh77YJV7> ; E-^A7MUH§ 

-I£5£(4e)©te##lte h;l/X>^C0^»ffi^, tf ~>^7 □ [5.4.0] ^>T r "fe> 
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MeO^^CHO P-TSOH ^ MeO.C^^X^ ili^ 

BzloM HC(0Me)3 ioJ §j gj* Bzl0 ^ 

5a Sti K1 5c 10XPd-C 

R„,»M^^^^CO,Et R-X BocHN-^V^r^r G ° 2Et ArB(0H)2 

BocHN J I I „„ 1 J n , Pd PPh3 4 
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C0 2 Et 



51 



r 



x^y-;K iiifjk t- t f*n 7 9 

jS^iLTH CC^S 50°C^f Slti. 

j^n^^>7;P7*nji/7D'J Hf ©7 wtSfl & o°c ^ e> sot: fcx^js $ 

-is^:(5f)©{b##jtt, b)iJi>m(Dmmmm^. -m^(5e)(Di\:^(R2= mj 
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y JI^T u*$> >7JV* >ffim&) &^h? hU7x ~)V 7*^7^ >n 
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O O 




— I£5£(7c)©>ffc£#f&-78 £ C/^ B 0°C(Dmm-C-?^- h5kh*P77 

— is^fjo-fb-o-^ti— ^(7e)©'fb-^#j§x^y— ;k ;k £>£Vite7=- 

° o 0 0H o [~ ij o o 

R5 R6 2fi R5 r 6 2h R5 R6 2fi 

-tx^(7e)(^{b^tt0 o C^5S^c^|gfflT-|S5C(7h)©ft:^(C h U 7MDS 
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-is^:(7k)(D{t^« rcj^essciiT- «scaj)©<b^«fc h u yji^-nm 

— ^(7i)0^^#J«-78r^e^^Tr©|gffl^N,N->?^?;^^AT$ 5? 
— ISS;(7m)(D{b^tt-30 o c^e.^ST(D|gB!-Trx^y-jK ^^y— ;k 
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R5 r 6 21 



y^;i/#o > h>j7i/- h#©^T;i/^;^P ^fc^&SKjftsit&Sk -78°c^ <=> 
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Kx^Wf^fflViS Clival**. KJtSffl^ibTttM^e iO0Ci?fT5z.k.ifi 
— ^£(8c)©<fb-£#lteU — Ift5*(8b)©<ffr£*&fc: n-^;VU 9^ A«?<D&a£M £ 

— JK5*(8d)©-fb-&*«— 18^(80)©^^* K: y ^ / — ;K x^ y — ;WP©iSitt*3lc 

#-5d£fc<fc0£i3re#«5o SiSS WIW^^T h 7 1 K D 7 7 >, y^nD 
ifiT-^^„ S^^liti^iWifir h 7 1 F □ 7 7 >, 7-kh>WCfr5nt 

SBg jfc C(9) 

9a ail Sc 

8 3 



WO 02/080899 



PCT/JP02/03006 



T?in7K4H»*r* d tfc «fc ^asir?#£ 0 
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0 NH 
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SE&x^k N,N-y^?JWA75 SM-MT. A7yM 

i^^©WMT, ^EE-20kg/cm 2 j]PJ±T7]c*^PM^ff 5 uifciDSSTt 

SMSfe can 
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— *Sc5£(iic)©ft;^»fck 5?;* h^~>x^ f=K i,i- if ^ 

£nfczkglS£«U ^W^lfit, Slit, «^±zK^SOf*««<i:U 

; mtt*t-7>^y*M-JH, 2-3-Hxh+y^Jl/fcjH, 
2,2,2- h'J^n oih^y^j^xjl/ii©fil7JP^y^Mx;yi;iiH"2- 
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t-y^;i/S, 2,2,2- MJ ^ anxfJVS, h U 5F;i/2k p-* b4^>^>^;i/S, p-- 

>^Ut=>s, 3,5-5? (t-y^;w ^>^u^>^&£tf>e&*fc«#fii&©^>>> 
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^>^>^;PX> ochn^>yM, p-x h n^>s^a&© e fc5fc7 7;i^;i'&, 
fc«k<#£Kj££nt\ was, *?y—)i>, x^y-;k :/n/w-;k j 

©£-h>^, >?x^;i/x— -fy:7°nt?;kx— rh7kHn77X s? 
^•y->, 2 h^>x^y — ;k i, 2 -5?* h^s/x^>^ifcox— y-;ME» 

T-h^i7nnx^i/>75:<H(DAD^r><bM{b7K*^> ^>i£>\ Mkx>, 

>, ^-^^>, <iV*>7 2>. &m^>i?>, 5«&x— x;H^^©ft{bzK*«, x 
^y-JV75X yXW5X hUx?^75X fn'JyX fcWJ>*>, 

8 7 



WO 02/080899 



PCT/JP02/03006 



5^Vo>, N, N-y^^7-th75F. N, N-^?MM75 
A^^tJ>^.hU7$h\ ^it^^VMU >^ h U 75 

b&^fc©-e&oT, as, «^-til*i:bT^ie>nTv^ : fe©-r^n^v^^ 

hUOA, ^m^U^A, zkSHtr hU^A, zk^b^UOA, t-^h^^U-y- 
A, fcPJ5», ^^^75 7 fcTUS^ hU^^;VTS>, hUX7JV75X 

N-^?Jl/bX)Jy>, N, N-v^^^T— U>> 1, 8 ->?71f tfv^ D 
[5, 4, 0] ^7>^-7-X> (DBU) , b°U^>> 4-y/7;V75yt: 

u> ? >, k°nu>, ;P5=-s?>, ^'Jx ^y+;ux zkM-fb^- h u^a, ?m. 

-ffctfU^A, «'Jf^A, y^l/U^A, ^-h'J^A^^^-h, * U OA 

sia^feox^oT, iis«^f-^^enT^^t)©T^n«=k<#{cPi^ 

$n-f> ^WfcteM^tf NaBH 4 , LiBH 4 , Zn(BH 4 ) 2 , Me 4 NBH(OAc) 3 , NaBH 3 
CN, Selectride, Super Hydride(LiBHEt 3 ), LiAlH 4 , DIBAL, LiAlH(t-BuO) 3 , Red-aK 
binap /17^^A, n^A, JPr-^A ~ y )Vt£E<D&f&7k 

*5SWfc:#*EJI©ft#*»i^JKoSfiE, ttS'J, f*S, S^fl, ^B© 
lS<ffc«tDS&5^ It^Al BSfcD 100 m g-iOgT&D l~S0(:^tt 
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^ tz. mm □ w £ s £ £ a* "c ^ 5 B 
zn&mMteMtmftm^zn&mmm, m&n, mum, m&m, m&mim 

tj^-ct?, —mzmm^mM^mntvxm^^n^^^m^VTnmz^ijm 

^U^^F>'X^l/>@'fbr>^b?tt>^U^-^^x^l/>^U^-^>-y 0 ot:l/>yp 
m^h'J^A^^) , -^mmM (7JM=x>, X^y-;i/T5>7^<Jf) ftf&IV) 
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GAL4-PPAR LBD CD=ir / ^fgiji^^ yeast CDfe^gl 1 ? ~e$>§ GAL4 CO 1-147 

7$;i», t h PPAR CD 167-468 (PPARoc) , 138-440 (NUC-1) , 174-475 

(PPARY) 7$;lit (LBD; Ligand Binding Domain) ^W^^^X^fl^nm^ 
L-feo U3p— ^ — v 5 — >KltePLAP (Placental Alkaline Phosphatase) £JBV\ ^tl^ 
5 copy CD GAL4 DNA binding element Sr^t? TK promoter (DT^lZ^^^^MM L7£ 0 
HostcellfC&CV-l (ATCCCCL-70) £JB^fco Tfcfc^ CV-1 cell £ 35 mm dish 
SxlO^Cft-g.^ id^#,10%FCS/DMEMTr24B#^**^FuGENE6transfection 
reagent ^^ffl IT, GAL4-PPAR LBD expression vector t GAL4 DBD-TK-PLAP 
expression vector ^ co-transfect L-7c 0 Transfection £rffo7c 24 ^Mt^t, lxlOVwell 
knfe^ck^ 96-well plate Klflf^it U £ £ \Z 24 Rp^it*^^^7c 0 24 mfflWz, 
l*j£E'l4 alkaline phosphatase ^^^$-i±^)7ta6^ 65°C T^lSbfc 10% FCS ^^fr 

dmem \z^mm-t^ ffi3ft©«^i?^«fe^^jiibfeo ^^nm 
24 mm<Dm\zm&-£tita plap stt^ d te^tt^jsu ecso &m.m u^o 

PLAP|£ttte, *&H±i* 10M1 (3 assay buffer 50P1 t-ft^f^SK 50M ^TJPtL 

T 1 BttFrW y^a.^— h^ZM^VTZo PPAR a > PPAR/3, 43 «ttK PPARr fCMt" 



fe^^tt EC 50 In M] 





PPAR a 


PPAR/S 


PPAR r 


3SJ£{H2d) 


0.08 


2.513 


0.382 


^J£0l|3d) 


0.087 


5.072 


0.217 i 


^S£®5d) 


0.394 


0.789 


0.254 




0.701 


>30 


0.746 


fSJS#!l8d) 


0.1 62 


8.054 


>10 



mm 2 : mikmz&tfzffii&imftm 
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Bltt h U ^7A^^5 0HS«7K$-&,IIM^:^^^Lfc.8 B^Cooper 
HS (Laboratory Invest (69), p.238-249, 1993) tfotm ifiLMSWM 

?^<9 3^fCOV>TW-?nO (IE3t) ^6 4 (M-g) 3Hg<Z)TM 
£^JK?§»f£lfc (Disease Activity Index) tbfeo 0.5% p< ^Jl^zJV 

S2 







DAI 




(mg/kg/B) 








2.8 ± 0.2 




30 


2.1 ± 0.3 


IS5fc£lj37e) 


1 


2.0 ± 0.3 



JfmMit£>mZ, ?7V''J ^>-t^^W$"T> PPARr agonist f^ffl^-rs^ 
#JT%1H £ o W £ jffl«& <H<D«'I± tHiilT & -5 ^JfMtt & & £ = 



MM 
ttjfifl la) 




30ml l£&fl?U tKJ^TT 60%zR*HbT- h U 0. 26g £in*-7c 0 ^^tR^TT 
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Ix^P (4: 1) m&ftm£ 0^>> ? ;i/ 5- (3-x h^->-2-x P 
^x;i/)-2-y h^^>yX-b 1. 6g£E-Z^CDTitfc 0 
•H-NMR(Z- isomer, CDC1 3 ) <5:i. 25 (t, J=6. 8Hz, 3H) 1.36 (t, J=7. 2Hz, 3H) 3.96 (s, 
3H) 3. 98 (q, J=6. 8Hz, 2H) 4. 27 (q, J=7. 2Hz, 2H) 6. 92 (s, 1H) 6. 98 (d, J-8. 0Hz, 
1H) 7. 30-7. 43 (m, 5H) 7. 90 (dd, J=2. 4, 8. 0Hz, 1H) 8. 32 (d, J=2. 4Hz, 1H) 



^>-J)V 5- (M V-l-7'D^ - JH -2-y h^>^> 

7 s x-f 1. 6g £x^7 — ;i/30mncjg^b, 10%/^v^Am* 0. 35g£ftl7L, tK 

il 7l±?n-?h?77J-\ZtfL, >~mm^)V (2 : 1) JgttS^llicfc V 

5- (3-X h^y-3-t^7 7°D t'JW -2-/ h^^MMB. 1. 2g 

'H-NMR (CDC1 3 ) 5 :1. 16 (t, J=6. 8Hz, 3H) 1.25 (t, J=7. 2Hz, 3H) 2.98 (dd, J=8. 0. 
14. 0Hz, 1H) 3. 04 (dd, J-4. 8, 14. 0Hz, 1H) 3. 34 (do, J=6. 8, 9. 2Hz, 1H) 3. 61 
(dq, J=6. 8, 9. 2Hz, 1H) 3. 98 (dd, J=4. 8, 8. 0Hz, 1H) 4. 05 (s, 3H) 4. 18 (a, J=7. 2Hz, 
2H) 6. 97 (d, J=8. 0Hz, 1H) 7. 47 (dd, 1=2. 4, 8. 0Hz, 1H) 8. 06 (d, J=2. 4Hz, 1H) 



5- (Mh + y-2-xh + y-3-t^y7*o h°;W -2-y h^v-^&W 0. 58g £ 4- 
(h'j7Ma^^JW^>yil'75>0. 34g£N, N-y^^^^A7$ H 7ml izm 
fl?U W'>7;*X*>HyXf;H. 30ml, b U x^75 > 0. 27ml £Sfl^- 





9 2 



WO 02/080899 



PCT/JP02/03006 



)V (3:1) TOIckDxfjP 2-x h^-3- (4-* ( I [4- ( MJ 

y )V3ru *i>i?M 7$/] 7i-;H yn/vx- h o. 64g £ 

t#fe D 

•H-NMRtCDClj) <5 :1. 16 (t. J=6. 8Hz, 3H) 1.25 (t, J=7. 2Hz, 3H) 2.98 (dd, J=8. 0, 
14. OHz, 1H) 3. 04 (dd, J=4. 8, 14. OHz, 1H) 3. 34 (da, J=6. 8, 9. 2Hz, 1ED 3. 61 (dq, 
J=6. 8. 9.2Hz, 1H) 3.93 (s, 3H) 4.01 (dd, J =4. 8, 8.0Hz, 1H) 4.18 (a, J=7. 2Hz, 
2H) 4.73 (d, J=6. OHz, 2H) 6.91 (d, J=8. OHz, 1H) 7.37 (dd, J=2. 4, 8.0Hz, 1H) 
7.47 (d, J=8. OHz, 2H) 7.59 (d, J=8. OHz, 2H) 8.12 (d, J=2. 4Hz, 1H) 8.29 (m, IB) 

mmm id) 



2-x h^>-3- (4-* b^>-3- ( I [4- ( h U 7Mo^^;M ^>-JM 7 
5 7l*MxJW 7xXJW7'n/\7X-h 0. 25g£;**y— ;i/7ml IN 
zkM-fb^HJ^A 3ml £iJ07b ^iST 14 RrHfll^bfc. ^?1£-#j£tI<?£U IN 

thU^AT«U *§»MEE^ J 5&bT 2-X h^Pv-3- (4-* b^>-3- ( I [4- ( h 
U 7 Jllru i>i?M 75;)*MxjH 7jc-;W 7°n/\°>m 0. 18g£# 

'H-NMR (DMS0-d 6 ) 5:1.02 (t, J=7. 2Hz, 3H) 2.82 (dd, J=8. 0, 14. 4Hz, 1H) 2.91 (dd, 
J=5. 2, 14. 4Hz, 1H) 3. 30 (dq, J=7. 2, 9. 6Hz, 1H) 3. 50 (dq, J=7. 2, 9. 6Hz, 1H) 
3. 86 (s, 3H) 3. 94 (dd, J=5. 2, 8. OHz, 1H) 4. 55 (d, J=6. OHz, 2H) 7. 05 (d, J=8. OHz, 
1H) 7.32 (dd, 1=2 A. 8.0Hz, 1H) 7.52 (d, J=8. OHz, 2H) 7.61 (d, J=2. 4Hz, 1H) 
7. 68 (d, J=2. 4Hz, 2H) 8. 78 (t, J=6. OHz, 1H) 



o 



o 




MffiM 2 
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MM 2b) 




r 



Mt£M lb) trnmcD^m-V 5- (3-x h V 7°n^y-3-^V 7"n h° 
M-2-* h + 5/$ISI6*^fc. 

'H-NMR(CDC1 3 ) 5:0.94 (d, J=6. OEz, 3H) 1.15 (d, J=6. OHz, 3H) 1.26 (t, J=7. 2Hz, 
3H) 2. 93 (dd, J=8. 0, 14. OHz, 1H) 3. 02 (dd, J=4 8, 14. OHz, 1H) 3. 52 (sept, 
J=6. OHz, 1H) 4. 03 (dd, J=4. 8, 8. OHz, 1H) 4. 06 (s, 3H) 4. 15-4. 22 (m, 2H) 6. 98 
(d, J=8. OHz, 1H) 7.47 (dd, J=2.4, 8.0Hz, 1H) 8.08 (d, J=2. 4Hz, 1H) 
2c) 



mmm 1 c) t^f©^-ex^ 2— r v7°o^i/-3- (4-^ b^>-3- ( 1 [4- ( h 

! H-NMR (CDCI3) 5:0.96 (d, J=6. OHz, 3H) 1.15 (d, J=6. OHz, 3H) 1.25 (t, J=7. 2Hz, 
3H) 2. 92 (dd, 1-8. 0, 14. OHz, 1H) 3. 01 (dd, J =4. 8, 14. OHz, 1H) 3. 51 (sept, 
J=6. OHz, 1H) 3.93 (s, 3H) 4.05 (dd, J=4. 8, 8.0Hz, 1H) 4.14-4.21 (m, 2H) 4.73 
(d, J=6. OHz, 2H) 6.90 (d, J=8. OHz, 1H) 7.37 (dd, J=2. 4, 8.0Hz, 1H) 7.47 (d, 
J=8. OHz, 2H) 7. 59 (d, J=8. OHz, 2H) 8. 13 (d, J=2. 4Hz, 1H) 8. 30 (i, 1H) 



mmm 1 d) tmrn^mr- 2— r v^n^y-s- (4-7 h=^>-3- ( i[4-{ mj ^ 

to^^JW ^>> ? ;W 75 7) ^JVfc M 7xXJH ^n/^iSUfc. 

'H-NMR (DMSO-d s ) 5 : 0. 89 (t, J=6. OHz, 3H) 1.03 (t, J=6. OHz, 3H) 2.76 (dd, 1=8.0, 





MM 2d) 
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14.0Hz, 1H) 2.88 (dd, J=4. 8, 14.0Hz, 1H) 3.48 (sept, J=6. OHz, 1H) 3.86 (s, 
3H) 3. 99 (dd, J=4. 8, 8. OHz, 1H) 4. 55 (d, J=6. OHz, 2H) 7. 04 (d, J=8. OHz, 1H) 
7. 32 (dd, J=2. 4, 8. OHz, 1H) 7. 52 (d, J=8. OHz, 2H) 7. 62 (d, J=2. 4Hz, 1H) 7. 68 
(d, J=8. OHz, 2H) 8.77 (t, J=6. OHz, 1H) 



Mt&M lb) tra«©^T 5-(3-x h^rv^-2-tert-y fcf 

'H-NM(CDC1 3 ) <5 :1. 02 (s, 9H) 1.25 (t, J=7. 2Hz, 3H) 2.85 (dd, J=8. 0, 14. OHz, 

1H) 2. 95 (dd, J=4. 8, 14. OHz, 1H) 4. 06 (s, 3H) 4. 10 (dd, J=4. 8, 8. OHz, 1H) 4. 18 

(q, 1=7. 2Hz, 2H) 6. 98 (d, J=8. OHz, 1H) 7. 47 (dd, J=2. 4, 8. OHz, 1H) 8. 07 (d, 
J=2. 4Hz, 1H) 
«M 3c) 



H«!J 1 c) tPacD^ST-X^;i/2-tert-7" , h^'>-3-(4-^ b =^>-3- ( I [4- ( b 

U 7)V*u* j-m ^>VM 75/1 ;W 7 ?°un yi-h £#fc 0 

'H-NMR(CDC1 3 ) 5 : 1. 02 (s, 9H) 1.25 (t, J=7. 2Hz, 3H) 2.85 (dd, J=8. 0, 14.0Hz, 
1H) 2.95 (dd, J=4. 8, 14. OHz, 1H) 3.93 (s, 3H) 4.10 (dd, J=4. 8, 8.0Hz, 1H) 4.18 
(q, J=7. 2Hz, 2H) 4. 73 (d, J=6. OHz, 2H) 6. 90 (d, J=8. OHz, 1H) 7. 37 (dd, J=2. 4, 
8.0Hz, 1H) 7.47 (d, J=8. OHz, 2H) 7.59 (d, J-8. OHz, 2H) 8.13 (d, J=2. 4Hz, 1H) 
8. 29 (m, 1H) 



mmm 3 



W&W 3b) 





mm 3d) 
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OH 



CF 3 ' 

mmm 1 d) tmrno-^m-v 2-tert-:/h^>-3-(4-^ h^-3-d[4-(h»j7;i/ 

'H-NMR (DMS0-d 6 ) 5 : 0. 94 (s, 9H) 2.70 (dd, J=8. 8, 13.2Hz, 1H) 2.83 (dd, J =4. 4, 
13.2Hz, 1H) 3.86 (s, 3H) 4.01 (dd, J=4. 4, 8. 8Hz, 1H) 4.56 (d, 1=6. 0Hz, 2H) 
7.04 (d, J=8. 0Hz, 1H) 7.31 (dd, J=2. 0, 8.0Hz, 1H) 7.52 (d, J=8. 0Hz, 2H) 7.63 
(d, J=2. 0Hz, 1H) 7.68 (d, J=8. 0Hz, 2H) 8.77 (t, J=6. 0Hz, 1H) 

$mw It) tPj#cD^T5-(3-xh^r->-2-t Hn^>--3-^V:7 0 nh°;i/) -2- 

! H-NMR(CDC1 3 ) 6 : 1.31 (t, J=7. 2Hz, 3H) 2.95 (dd, J=8. 0, 14. 0Hz, 1H) 3.12 (dd, 
J=4. 8, 14. OHz, 1H) 4. 06 (s, 3H) 4. 23 (q, J=7. 2Hz, 2H) 4. 40 (dd, J=4. 8, 8. OHz, 
1H) 6.98 (d, J=8. OHz, 1H) 7.47 (dd, J=2. 4, 8.0Hz, 1H) 8.01 (d, J=2. 4Hz, 1H) 
HS&^il 4c) 

o o 
CF 3 " ^ O 

1 c) il^«|CD^-CX^;i/ 2-t + (4-^ b^>--3- (|[4-(h'J7 

'H-NMR(CDC1 3 ) 6 : 1.31 (t, J=7. 2Hz, 3H) 2.95 (dd, J=8. 0. 14. OHz, 1H) 3.15 (dd, 
J=4. 8, 14. OHz, 1H) 3. 92 (s, 3H) 4. 23 (a, J=7. 2Hz, 2H) 4. 40-4. 43 (m, 1H) 4. 73 
(d, J=6. OHz, 2H) 6. 92 (d, J=8. OHz, 1H) 7. 37 (dd, J=2. 4, 8. OHz, 1H) 7. 47 (d, 
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J=8. 0Hz, 2H) 7. 59 (d, J=8. OHz, 2H) 8. 08 (d, J=2. 4Hz, IB) 8. 28 (m, 1H) 
H»J 4d) 

o o 




Igffitil 1 d) tNI©^2-h Kn+i/-3-(4-^ b^-3- ( I [4-(b U 7J^n 

1 H-NMR(DMSO-d 6 ) 5 : 2.75 (dd, J=8. 0, 14. OHz, 1H) 2.90 (dd, J =4. 8, 14. OHz, 1H) 

3. 86 (s, 3H) 4. 08 (dd, J=4. 8, 8. OHz, 1H) 4. 55 (d, J=6. OHz, 2H) 7. 05 (d, J=8. OHz, 

1H) 7. 32 (dd, J=2. 4, 8. OHz, 1H) 7. 52 (d, J=8. OHz, 2H) 7. 62 (d, J=2. 4Hz, 1H) 

7. 68 (d, J=8. OHz, 2H) 8. 77 (t, J=6. OHz, 1H) 

mmm 5 
mmm 5b) 



o o 




'H-NMR (CDC 1 3 ) <5 :0. 92 (t, J=7. 6Hz, 3H) 1.17 (t, J=6. 8Hz, 3H) 1.51-1.70 (m, 2H) 
2.54-2.60 (m, 1H) 2.75 (dd, J=6. 4. 13. 6Hz, 1H) 2.91 (dd, J=8. 4, 13.6Hz, 1H) 
4.02-4.10 (m, 2H) 4.05 (s, 3H) 6.96 (d, J=8. OHz, 1H) 7.37 (dd, J=2. 4, 8. OHz, 1H) 
8. 00 (d, J=2. 4Hz, 1H) 



MM 5 c) 

o o 




mm 1 c) traiO^Tx^Z- [4-* h^->-3-(|[4-(h'J7Ma/?JW 
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■H-NMR (CDC 1 3 ) ff : 0.91 (t. J=7. 6Hz, 3H) 1.18 (t, J=6. 8Hz, 3H) 1.51-1.70 (m, 2H) 
2.54-2.61 (m, 1H) 2.75 (dd, J=6. 4, 13.6Hz, 1H) 2.92 (dd, J=8. 4, 13.6Hz, 1H) 
3.92 (s, 3H) 4.04-4.15 fan. 2H) 4.73 (d, J=6. OHz. 2H) 6.89 (d, J=8. OHz, 1H) 
7. 26 (dd, J=2. 4, 8. OHz, 1H) 7. 47 (d, J=8. OHz, 2H) 7. 59 (d, J=8. OHz, 2H) 8. 05 
(d, J=2. 4Hz, 1H) 8. 30 (m, 1H) 



■MM 5d) 

O O 




m&m 1 a tmmojjfe-c 2- [4-* h=^>-3- ( 1 [4- ( h u -?mu*^m ^> 

I H-NMR(DMS0-d 6 ) 5 :0. 84 (t, J=7. 2Hz, 3H) 1.43-1.49 (m, 2H) 2.38-2.43 On. 1H) 

2. 64 (dd, J=6. 0, 13. 6Hz, 1H) 2. 75 (dd, J=8. 8, 13. 6Hz, 1H) 3. 85 (s, 3H) 4. 54 

(d, J=6. 4Hz, 2H) 7. 04 (d, J=8. OHz, 1H) 7. 27 (dd, J=2. 4, 8. OHz, 1H) 7. 52 (d, 

J=8. OHz, 2H) 7. 55 (d. J=2. 4Hz, 1H) 7. 68 (d, J=8. OHz, 2H) 8. 78 (t, J=6. 4Hz, 1H) 

mmm 6w 



o o 




9tMM lb) 5-|2-(xh^v^;V^n;i/) x^;H-2-j* h^goS 

'H-NMR (CDC1 3 ) 6: 1.14 (t, J=6. 8Hz, 3H) 2.56 (t, J=7. 2Hz, 2H) 2.88 (t, J=7. 2Hz, 
2H) 3. 98 (s, 3H) 4. 06 (a, J=6. 8Hz, 2H) 6. 92 (d, J=8. OHz, 1H) 7. 37 (dd, J=2. 4, 
8.0Hz, 1H) 7.98 (d, J=2. 4Hz, 1H) 

mmm 6c) 
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o o 




mmm 1 c) tmm<D-^m^x.^^z-[A-^ h^>3-(([4-(Hj7Mn^5 i ji/) 

^>-yjl] 7571 7a;i/^-;W ?^~M 7"n/vi-h^lL 
'H-NMR (CDC1 3 ) 5 : 1. 12 (t, J=6. 8Hz, 3H) 2.60 (t, J=7. 2Hz, 2H) 2.95 (t, J=7. 2Hz, 
2H) 3.92 (s, 3H) 4.11 (q, J=6. 8Hz, 2H) 4.73 (d, J=6. OHz, 2H) 6.90 (d, J=8. 0Hz, 
1H) 7.26 (dd, J=2.4, 8.0Hz, 1H) 7.47 (d, J-8. OHz, 2H) 7.59 (d, J=8. OHz, 2H) 
8.07 (d, J=2. 4Hz, 1H) 8.30 (m, 1H) 

mmm m 




mmm 1 d) tmm^mx^-iA-^ h^>-3-(i[4-(hU7Mn^?;M ^>s? 

'H-NMR (DMS0-d 6 ) (5:2.48 (t, J=7. 2Hz, 2H) 2.76 (t, J=7. 2Hz, 2H) 3.85 (s, 3H) 4.54 
(d, J-6. 4Hz, 2H) 7.04 (d, J=8. OHz, 1H) 7.31 (dd, J=2. 4, 8.0Hz, 1H) 7.51 (d, 
J=8. OHz, 2H) 7. 57 (d, J=2. 4Hz, 1H) 7. 68 (d, J=8. OHz, 2H) 8. 78 (t, J=6. 4Hz, 1H) 

mmm i 
mmm w 




mmm 1 o Lmmo^m-rs^jv 2-xh^«>-3-[4-^ h^-z-(\[(i-^jv- 

1H-2-Y > K U M 7S;j y^-M ^o/vi- h 

'H-NMR (CDC1 3 ) 6 :1. 16 (t, J=6. 8Hz. 3H) 1.25 (t, J=7. 2Hz, 3H) 2.98 (dd, J=8. 0, 
14.0Hz, 1H) 3.04 (dd, J=4. 8, 14. OHz, 1H) 3.34 (da, J=6. 8, 9. 2Hz, 1H) 3.61 (da, 
J=6. 8, 9.2Hz, 1H) 3.74 (s, 3H) 3.84 (s, 3H) 4.01 (dd, J=4. 8, 8.0Hz, 1H) 4.18 

9 9 



WO 02/080899 PCT/JP02/03006 

(a, J=7. 2Hz, 2H) 4.87 (d, J=6. 0Hz, 2H) 6.87 (d, J=8. OHz, 1H) 6.90 (s, 1H) 7.11 
(dd, J=0. 8, 8. OHz, 1H) 7. 20 (dd, J=0. 8, 8. OHz, 1H) 7. 30 (d, J=8. OHz, 1H) 7. 37 
(dd, 1=2.4. 8.0Hz, 1H) 7.59 (d, J=8. OHz, 1H) 8.10 (m, 1H) 8.12 (d, J=2. 4Hz, 1H) 

rnmm m 




mM 1 d) trattCD^T?2-Xh^^-3-[4-j?t h^->-3-(|[(l-^^;i/-lH-2— T 

'H-NMR (DMS0-d,) 5:1.03 (t, J=6. 8Hz, 3H) 2.83 (dd, J =7. 2, 14. OHz, 1H) 2.91 (dd, 
J=4. 8, 14. OHz, 1H) 3. 30 (dq, J=6. 8, 9. 6Hz, 1H) 3. 50 (da, J=6. 8, 9. 6Hz, 1H) 
3. 74 (s, 3H) 3. 84 (s, 3H) 3. 94 (dd, J=4. 8, 7. 2Hz, 1H) 4. 67 (d, J=5. 6Hz, 2H) 
6. 35 (s, 1H) 6. 97 (dd, J=0. 8, 8. OHz, 1H) 7. 04 (d, J=8. OHz, 1H) 7. 09 (dd, J=0. 8, 
8.0Hz, 1H) 7.31 (dd, J=2. 0, 8.0Hz, 1H) 7.39 (d, J=8. OHz, 1H) 7.46 (d, J =8. OHz, 
1H) 7. 61 (d, J=2. OHz, 1H) 8. 57 (t, J=5. 6Hz, 1H) 

mffiM 8c) 




mm I c)ti«©»lf^ 3-[3-(l'[y^o^yjMfj!/]7$y|*;V 

'H-NMR (CDC 1 3 ) <5:0.95-1.07 (ra, 2H) 1.16 (t, J=6. 8Hz, 3H) 1.16-1.25 (m, 3H) 1.25 

(t, J=7. 2Hz, 3H) 1. 50-1. 80 (m, 6H) 2. 98 (dd, J=8. 0, 14. OHz, 1H) 3. 04 (dd, J=4. 8, 

14.0Hz, 1H) 3.30 (t, J=6. 4Hz, 2H) 3.34 (dq, J=6. 8, 9. 2Hz, 1H) 3.61 (dq, J=6. 8, 

9.2Hz, 1H) 3.94 (s, 3H) 4.01 (dd, J=4. 8, 8.0Hz, 1H) 4.18 (q, J=7. 2Hz, 2H) 6.87 

(d, J=8. OHz, 1H) 7. 37 (dd, J=2. 4, 8. OHz, 1H) 7. 90 (m, 1H) 8. 08 (d, J=2. 4Hz, 1H) 
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mmm 1 d) tmmom&~e 3— C3— c 1 [^zu^^k^m zdi#- 

I H-NMR(DMSO-d 6 ) <5 : 0.89-0.95 (m, 2H) 1.03 (t, J=7. 2Hz, 3H) 1.14-1.20 (m, 3H) 
1.45-1.70 Cm. 6H) 2.81 (dd, J=8. 0, 14.0Hz, 1H) 2.90 (dd, J=5. 2, 14. 0Hz, 1H) 
3. 10 (dd, J=6. 4, 6. 4Hz, 2H) 3. 30 (da, J=7. 2, 9. 6Hz, 1H) 3. 50 (da, J=7. 2, 9. 6Hz, 
1H) 3. 83 (s, 3H) 3. 93 (dd, J=5. 2, 8. OHz, 1H) 7. 02 (d, J=8. OHz, 1H) 7. 28 (dd, 
J=2. 4, 8.0Hz, IB) 7.57 (d, J=2. 4Hz, 1H) 8.07 (t, J=6. 4Hz, 1H) 

mmm 9a) 



*3\>1/ 2-75 7-3-^ h^-> ( I [4- ( h U 7)V*U*^)l>) K>-JM 7$;|* 
M-jl/)7i^]^D/Vl-h 0. 25g &£Zffim 0. 12ml &^nn*M 8ml 
fc8$¥U Sfi-e«V75JH. 10ml ZMXtzo JKlfoWLZ: 30 ftJUWaSmtiLls 

A^D"7b^77Y-il#U ^\^-y->-Mx5 1 ;K2:l)^J±j^lliJ:Dp<^;i/ 
3- [4-^ h^ri/-3-(([4- ( h U 7Mnp(f JV) ^>yJH 75 ;i *M-JH ^ 
zjH-2-7°n^y7 , n/Vx-h0. 18g£#&. 

l H-NMR(CDCl 3 ) 6: 0.84 (t, J=7. 2Hz, 3H) 1. 55 (to, J=6. 8, 7. 2 Hz, 2H) 2.98 (dd, 
J=8. 0, 14. OHz, 1H) 3. 04 (dd, J =4. 8, 14. OHz, 1H) 3. 21 (dt, J=6. 8, 8. 8Hz, 1H) 
3. 53 (dt, J=6. 8, 8. 8Hz, 1H) 3. 73 (s, 3H) 3. 93 (s, 3H) 4. 02 (dd, J=4. 8, 8. 0Hz, 
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1H) 4. 73 (d, J=6. 0Hz, 2H) 6. 91 (d, J=8. OHz, 1H) 7. 36 (dd, 1=2. 4, 8. 0 Hz, 1H) 
7. 47 (d, J=8. OHz, 2H) 7. 59 (d. J=8. OHz, 2H) 8. 10 (d, J=2. 4Hz, 1H) 8. 29 On, 1H) 



;* 9-)V 3- [4-;* h ^ v-3- ([[4-(hU7Mo^ ^ >>?;H 7^y)*M 
-;w 7x-;H-2-7 p n^S/yD/vx-b o. I8g 2ml 

in zKm-fb^- h u -^a 2mi ^jq^ ^T4Npwm#bfc. Kmu-s^msv, IN 

ir h U ^S^MJE^SbT 3- [4-* h^v-3- (([4-(h'J7Mo^ 

^;w^>^;w t^/)^;^-;w 7xzM-2-7°n^^y7o/oto. i5g^# 

fee 

'H-NMR (DMSO-d G ) 5:0.76 (t, J=7. 2Hz, 3H) 1.41 (tq, J=6. 4, 7.2Hz, 2H) 2.82 (dd, 
J=8. 0, 14.4Hz, 1H) 2.91 (dd, J=4. 8, 14. 4Hz, 1H) 3.17 (dt, J=6. 4, 9.2Hz, 1H) 
3.43 (dt, J=6.4, 9.2Hz, 1H) 3.86 (s, 3H) 3.92 (dd, J =4. 8, 8.0Hz, 1H) 4.55 (d, 
J=6. OHz, 2H) 7. 05 (d, J=8. OHz, 1H) 7. 32 (dd, J=2. 4, 8. OHz, 1H) 7. 52 (d, J=8. OHz, 
2H) 7.61 (d, J=2.4Hz, 1H) 7.68 (d, J=8. OHz, 2H) 8.78 (t, J=6. OHz, 1H) 



«M9a) £.mm?5&~?:^)\> 2-7h^y-3-[4-^ h^>-3-(([4-(h'J7;V 

'H-NMR (CDC1 3 ) 5:0.84 (t, J=7. 2Hz. 3H) 1.25-1.32 (m, 2H) 1.46-1.55 On. 2H) 2.98 
(dd, J=8. 0, 14. OHz, 1H) 3. 04 (dd, 1=4. 8, 14. OHz, 1H) 3. 25 (dt, J=6. 8, 8. 8Hz, 1H) 
3.55 (dt, J=6. 8, 8.8Hz, 1H) 3.73 (s, 3H) 3.93 (s, 3H) 4.01 (dd, J =4. 8, 8. OHz, 1H) 




MM 10 



mm ioa) 
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4.73 (d, J=6. 0Hz, 2H) 6.91 (d, J=8. OHz, 1H) 7.35 (dd, 1=2.4, 8.0 Hz, 1H) 7.47 

(d, J=8. OHz, 2H) 7. 59 (d, J=8. OHz, 2H) 8. 10 (d, J=2. 4Hz, 1H) 8. 29 (m, 1H) 

mmm iow 

o o 

CF 3 ^^ ^CT^ 0s/N/ 

. mmm m tmm^m-c h^~>-3- (([4-(hU7Mn/ 

'H-NMR (DMS0-d 6 ) 5 : 0. 77 (t, J=7. 2Hz, 3H) 1.15-1.25 (m, 2H) 1.32-1.41 (m, 2H) 

2.82 (dd, J=8. 4, 14. OHz, 1H) 2.91 (dd, J =4. 8, 14. OHz, 1H) 3.20 (dt, J=6. 4, 

9. 2Hz, 1H) 3. 46 (dt, J=6. 4, 9. 2Hz, 1H) 3. 86 (s. 3H) 3. 90 (dd, J=4. 8, 8. 4Hz, 
1H) 4. 55 (d, J=6. OHz, 2H) 7. 05 (d, J=8. OHz, 1H) 7. 32 (dd, J=2. 4, 8. 0 Hz, 1H) 
7.52 (d, J=8. OHz, 2H) 7.61 (d, J=2. 4Hz, 1H) 7.68 (d, J=8. OHz, 2H) 8.77 (t, 
J=6. OHz, 1H) 

mmm 11 



n lla) 




CF 3 " 



(|[4-(MJ y)V^ru^)V)^>-JM 75y]*M-JW 7x^jW7 , d/\7i- 

l H-NMR(CDCl 3 ) 6 : 0.80 (dd, J=6. 4, 16. OHz, 1H) 1.08-1.90 (m, 9H) 2.96 (dd, J=8. 0, 
14.0Hz, 1H) 3.02 (dd, J=4. 8, 14. OHz, 1H) 3.14-3.21 (m, 1H) 3.73 (s, 3H) 3.93 
(s, 3H) 4.10 (dd, 1=4.8, 8.0Hz, 1H) 4.73 (d, J=6. OHz, 2H) 6.91 (d, 1=8. OHz, 1H) 
7.36 (dd, J=2.4, 8.0 Hz, 1H) 7.47 (d, J=8. OHz, 2H) 7.59 (d, J=8. OHz, 2H) 8.10 
(d, 1=2. 4Hz, 1H) 8. 29 (m, 1H) 

10 3 
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9b) tmm<o^m^ 1-^2 u^^m^-z- [4-* ( t [4- ( b 

'H-NMR (DMS0-d 6 ) 5 :0. 75 (dd, J=6. 4, 16. OHz, 1H) 1.00-1.71 (m, 9H) 2.78 (dd, 
J=8. 0, 14.0Hz, 1H) 2.89 (dd, J=4. 8, 14. OHz, 1H) 3.18-3.23 (ra, 1H) 3.86 (s, 3H) 
4. 03 (dd, J=4. 8, 8. OHz, 1H) 4. 55 (d, J=6. OHz, 2H) 7. 05 (d, J=8. OHz, 1H) 7. 33 
(dd, J=2. 4, 8. 0 Hz, 1H) 7. 52 (d, J=8. OHz, 2H) 7. 63 (d, J=2. 4Hz, 1H) 7. 67 (d, 
J=8. OHz, 2H) 8. 77 (t, J=6. OHz, 1H) 

iii 12 



o o 




mmm 9 a) tmm^mx^^ji 3- [4-^ h^~>-3- ( 1 [4- ( h u y^u^M 

^>z?M 75;)*M-iH7i-JH -2- (2, 2, 2-MJ 7Mnih^y) 7°n;l 

! H-NMR (CDCI3) 6: 3. 04 (dd, J=8. 0, 14. OHz, 1H) 3.15 (dd, J =4. 8, 14. OHz, 1H) 3.67 
(dd, J=8. 8, 12.0Hz, 1H) 3.73 (s, 3H) 3.93 (s, 3H) 4.03 (d, J=8. 8, 12. OHz, 1H) 
4.20 (dd, J=4. 8, 8.0Hz, 1H) 4.73 (d, J=6. OHz, 2H) 6.91 (d, J=8. OHz, 1H) 7.36 
(dd, 1=2. 4, 8. OHz, 1H) 7. 47 (d, J=8. OHz, 2H) 7. 59 (d, J-8. OHz, 1H) 8. 10 (d, 
J=8. OHz, 2H) 8. 29 (m, 1H) 

mm \m 
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O^CF 3 



mmm 9t>) ±m&<v%&-e 3- [4-^ h^>-3- ( 1 [4- ( h u 7)v-*u*^m ^>-jm 

7S;iMfcJW 7iZJH-2- (2, 2, 2-b U 7MDlh^y) :7°n/\°>m£# 

'H-NMR (DMS0-d 6 ) d : 2.92 (dd, J=8. 0, 14.0Hz, 1H) 3.01 (dd, J=4. 8, 14. 0Hz, 1H) 
3.87 (s, 3H) 4.03 (dd, J=8. 8, 12. 0Hz, 1H) 4.11 (d, J=8. 8, 12. Oflz, 1H) 4.26 
(dd, J=4. 8, 8.0Hz, 1H) 4.55 (d, J=6. 4Hz, 2H) 7.06 (d, J=8. OHz, 1H) 7.31 (dd, 
J=2. 4, 8.0Hz, 1H) 7.52 (d, J=8. 0Hz, 2H) 7.61 (d, 1=2. 4Hz, 1H) 7.68 (d, J=8. OHz, 
2H) 8.78 (t, J=6. 4Hz, 1H) 



mmm 9 a) tmmco^m^^^^ 2— r h^s/-3- [4-* b^>-3- ( i w- ( h u 

■H-NMR (CDC 1 3 ) 6 : 0.82 (d, J=6. 4Hz, 6H) 1. 80 (tq, J=6. 4, 6. 4Hz, 1H) 2.98 (dd, 
J=8. 0, 14. 0Hz, 1H) 2. 99 (dd, J=6. 4, 8. 8Hz, 1H) 3. 04 (dd, J=4. 8, 14. 0Hz, 1H) 
3. 36 (dd, J=6, 4, 8. 8Hz, 1H) 3. 72 (s, 3H) 3. 93 (s, 3H) 4. 00 (dd, J=4. 8, 8. OHz, 
1H) 4. 73 (d, J=6. OHz, 2H) 6. 91 (d, J=8. OHz, 1H) 7. 36 (dd, J=2. 4, 8. 0 Hz, 1H) 
7. 47 (d, J=8. OHz, 2H) 7. 59 (d, J=8. OHz, 2H) 8. 10 (d, J=2. 4Hz, 1H) 8. 29 (m. 1H) 



mm 9b) £ mmojjfex* 2— r v 7>^y-3- [4-* h ^-z- ( ( [4- ( h u yjv^- 



MM 13 

mm i3a) 



o 



o 
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'H-NMR (DMS0-d 6 ) <3 : 0. 74 (d, J=6. 4Hz, 6H) l. 67 (to, J=6. 4, 6.4Hz, lH) 2.82 (dd, 

J=8. 0, 14. 4Hz, 1H) 2. 92 (dd, J=4. 8, 14. 4Hz, 1H) 2. 96 (dd, J=6. 4, 8. 8Hz, 1H) 
3. 26 (dd, J=6. 4, 8. 8Hz, 1H) 3. 86 (s, 3H) 3. 90 (dd, J=4. 8, 8. 0Hz, 1H) 4. 55 (d, 

J=6. OHz, 2H) 7.04 (d, J=8. OHz, 1H) 7.32 (dd, J=2. 4, 8.0 Hz, 1H) 7.51 (d, J=8. OHz, 

2H) 7. 62 (d, J=2. 4Hz, 1H) 7. 67 (d, J=8. OHz, 2H) 8. 76 (t, J=6. OHz, 1H) 

ill i4 
mmrn i4a> 



x?;V 2- (yif MX* U M -2--f V 7°o h>7tr- h 1. 5g h ^ b H n . 

y > iomi izmmv, *^ti! mymikj- h u *?& o. 22g ^jp^fc. &.j&m&* 

^TT 20 ^mmW^m, 4-p< h4^>-3-x b n^>X7JVTt H 0. 88g £5PtU 

x^;P (9 : 1) &ffi#!i«fc 0 x^^-f V ^D^^->-3- (4-;* h =^>-3-x hD7x 

-;W -2-yn/Wx- h 0. 85g £ E-Z EUOT?#fc. 

'H-NMR (CDC1 3 ) <5 :1. 17+1. 37 (t, 1=6. OHz, 3H) 1. 27+1. 31 (d, J=6. OHz, 6H) 

3. 94+3. 98 (s, 3H) 4. 17+4. 28 (q, J=6. OHz, 2H) 6. 10+6. 88 (s, 1H) 7. 00+7. 06 (d, 

J=8. OHz, 1H) 7. 40+7. 91 (dd, J =8. 0, 2.0Hz, 1H) 7. 75+8. 37 (d, 1=2. OHz, 1H) 

mm.m i4W 



x5P;i/-2— f V 7D^y-3- (4-* h ~>-3-x h n 7xx;H -2-y n/\° y x- 
h 0. 85g ^x^y-;i/ 15ml Kijgfl? U lOXA^S^A^* 0. 3g £in*., 7|<*#ffl 



o 
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W ?y -\z.ttV, ^it>-#Mx^;i/ (6:1) ^as^MJ: 0 x^;p- 
3-(3-75y-4-/ h^y7x-;W-2--YV7°Dfr>7°a/VX-hO. 72g £#7t. 
l H-NMR(CDCl 3 ) <5 : 1. 00 (d, J=6. 0Hz, 3H) 1. 15 (d, J=6. OHz, 3H) 1. 24 (t, J=6. OHz, 3H) 
2. 83 On. 2H) 3. 50 (da, J-6. 4, 6. 4Hz, 1H) 3. 81 (s, 3H) 4. 00 (dd, J =8. 4, 4. 8Hz, 1H) 
4. 17 (a, J-6. OHz, 2H) 6. 60 (dd, J-8. 0, 2.0Hz, 1H) 6. 67 {d. J=2. OHz, 1H) 
6. 70 (d, J=8. OHz, 1H) 



X^;W3- (3-75 h^z/y^-M -2— f 77"D^y7°n/Vl- h 

0. 3gi:(a, a, a - h U 7J^D-p- h 'J ;H « 0. 218g h 7 b Fuy?>lm\ 
t^ib, #Jl'tf;- Jl/vM- 5 0. 22g thU X^T^ > 0. 23ml £J0*_, 

50°CT-2P#r^m#b^o asri^i^Mru 7jc^jn^, Mx^;i^Tfaaib7co 

(6:1) i^m^liii: D X5f;W2-f V7n^y-3- [4-* h^>-3- (4- b U :7;M"n 
^^7x-^7t^75y) 7i^H7°0/\7l-h 0. 34g 
'H-NMR (CDC1 3 ) 6 :0. 95 (d, J=6. OHz, 3H) 1. 10 (d, J=6. OHz, 3H) 1. 22 (t, J=7. 2Hz, 
3H) 2. 83 (dd,. J=14. 0, 6. OHz, 1H) 2. 93 (dd, J=14. 0, 4. 4Hz, 1H) 3. 48 (dq, J-6. 0, 
6.0Hz, 1H) 3. 73 (s, 3H) 3. 78 (s, 2H) 4. 02 (dd, J=7. 6, 4. 4Hz, 1H) 4. 15 (q, 
J=8. OHz, 2H) 6. 72 (d, J=8. OHz, 1H) 6. 91 (dd, J=8. 0, 2.0Hz, 1H) 7. 46 (d, 
J=8. OHz, 2H) 7. 64 (d, J=8. OHz, 2H) 7. 73 (s, 1H) 8. 24 (d, J-2. OHz, 1H) 

mmm i4d) 
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X^H-^V^n^ ->-3- h * S>-3- (4-h'J7MD^ 7 3L~)VT 

r/n/wx— b 0. 34g ^x^y-;i/ 5ml fCigJSU 5N7km 
fb^ b U 0. 28ml £iP^ ifit 4 BSWi£#bfco M^^£«U IN it 

h U OATtib> M&iE^SbT 2— f vyn^^r->-3- (4-^ h^>-3- 1 [2- 
(4- h U 7Mn/fJH 7;x-;]/] 757) 7 ^-)V7°u/~%ym 0. 28g £ 

'H-NMR(CDC1 3 ) 5 : 1. 06 (d, J=6. 0Hz, 3H) 1. 15 (d, J=6. 0Hz, 3H) 2. 89 (dd, J=14. 0, 
6.0Hz, 1H) 3. 06 (dd, J=14. 0, 4. 4Hz, 1H) 3. 58 (da, J=6. 0, 6.0Hz, 1H) 3. 75 (s, 
3H) 3. 80 (s, 2H) 4. 13 (dd. J=7. 6, 4. 4Hz, 1H) 6. 74 (d, J=8. 0Hz, 1H) 6. 90 (dd, 
J=8. 0, 2. 0Hz, 1H) 7. 48 (d, J=8. 0Hz, 2H) 7. 65 (d, J=8. 0Hz, 2H) 7. 73 (s, 1H) 
8. 26 (d, J=2. 0Hz, 1H) 

mnm is 



mm i5c) 




pmM 14 c) £mffi<Oftmz&9, X5 : )l/-2-fV7°n^^y-3-(4-/ h^r^-3- 
|[2-(5-^^-2-7^-;i~l, S-ttWVJl-A- OV) T±^Jl] 75;) 7^~ 

'H-NMR(CDC1 3 ) d : 0. 96 (d, J=6. 0Hz, 3H) 1. 13 (d, J=6. 0Hz, 3H) 1. 24 (t, 1=7. 2Hz, 
3H) " 2. 40 (s. 3H) 2. 87 (dd, J=14. 0, 8. 8Hz, 1H) 2. 95 (dd, J=14. 0, 8. 8Hz, 1H) 
3. 50 (dq, J=6. 4, 6. 4HZ, 1H) 3. 63 (s, 2H) 3. 75 (s, 3H) 4. 04 (dd, J=8. 4, 4. 8Hz, 
1H) 4.17(a, J=7. 2Hz, 2H) 6. 73 (d, J=8. 0Hz, 1H) 6. 90 (dd, J=8. 0, 2.0Hz, 1H) 
7. 47 (m, 3H) 8. 08 On," 2H) 8. 33 (d, J=2. 0Hz, 1H) 9. 42 (s, 1H) 

mmm m) 
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V 



mnm u d) Lmmo^mz^v, HV7'n^y-3-(4-/ h^^>-3- f [2- <5- 

*?-)i>-2-7 x.-)v-\, v*-;i/-4— r ;w y-t^jv] 7s;]7x-jw :/n/\° 

'H-NMR(CDC1 3 ) 5:1. 07 (d, J=6. 0Hz, 3H) 1. 15 (d. J=6. OHz, 3H) 2. 40 (s, 3H) 
2. 89 (dd, J=14. 0, 8. 8Hz, 1H) 3. 09 (dd, J=14. 0, 8. 8Hz, 1H) 3. 58 (da, J=6. 4, 
6. 4HZ, 1H) 3. 63 (s, 2H) 3. 75 (s, 3H) 4. 14 (dd, J=8. 4, 4. 8Hz, 1H) 6. 75 (d, 
J=8. OHz, 1H) 6. 88 (dd, J=8. 0, 2. OHz, 1H) 7. 46 (m, 3H) 8. 08 (m, 2H) 8. 33 (d, 
J=2. OHz, 1H) 9.46(s, 1H) 
mWM 16 

I o o 



x^;i/ 2- (^x^;i/*X7ft u ;w -2— r v y □ hVbT-iz^— M. 6g £^ h ^ h F n 
"7 ^ y 30ml fcfg^U Tk^TT 60%7KSHb:7- h U^A 0. 24g £in7L7c 0 KlfcWLZyk 
30 ^MM#Lfcm, tert-y^ 5-*;i/5;i/-2-p< h^>^>y*x- h 1. 2g 
SriJU*., SaT3illBI«#l/fc. S^fc^bT >^x-y* AtK^^JP^., S»x 

>-Wx^;U (3:1) igffl#jlj J: O tert-^JU 5- (3-x h^->-2— T V^n^y- 
3-^^V-l-7°n^-;i/)-2-^ h+y^>v'x-h 1. 5g £ E-Z IC Dtffc. 
>H-NMR(Z- isomer, CDC1 3 ) 5:1.28 (d, J=6. 4Hz. 6H) 1.36 (t, J=7. 2Hz, 3H) 1.59 
(s, 9H) 3.91 (s, 3H) 4.29 (a, J=7. 2Hz, 2H) 4.41 (sept, J=6. 4Hz, 1H) 6.92 (d, 
J=8. OHz, 1H) 6.96 (s, 1H) 7.85 (dd, J=2. 4, 8.0Hz, 1H) 8.26 (d, 1=2. 4Hz, 1H) 
m&M 16b) 
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tert-^;P 5- y^n^i/-3-t+V-l-^P^r;H -2-* h 

^y^>V*I-b 0. 3g£v^nn*^> 2. 5ml te*g#U »ThU 7Mni 
mi. 2ml £JPtL, ^©^^7(c^T2Btr B m#bfcc Kfcm&mz hJl/X> 30ml £ 
Jn A»«ES»JBE«**r *»f^& 2 Hill D 51 SEES 5> U # ^r># 7A^n? 

b^^-fctfU ^*1f>-Bt®x^;M2:l)»ffi#H«J;?) 5-[(Z)-3-ih+y 
-2— T V yn^+>/-3-t+y-l-y n^-;W -2-> h^^&^gt 65rag £#7c D 
'H-NMR(CDC1 3 ) <5 : 1. 30 (d, J=6. 4Hz, 6H) 1.36 (t, J=7. 2Hz, 3H) 4.09 (s, 3H) 4.29 
(q, J=7. 2Hz, 2H) 4. 47 (sept, J=6. 4Hz, 1H) 6. 96 (s, 1H) 7. 05 (d, J=8. 0Hz, 1H) 
8. 18 (dd, J=2. 4, 8. 0Hz, 1H) 8. 57 (d, 1=2. 4Hz, 1H) 



o o 




5- [ (E) -3-x h*~>-2~f V 7"n#^y-3-^^y-l-7°n^-JH -2-/ N**>fe 
65mg t 4- ( h U VMu^M ^>^75> 37mg * N, N-S^^MvH/ 
A75 F 1ml 3kJ^T^7y*^sf?>il3?X^;U33»iK h'jx^75> 

fvfU A^rt>-ilx^ (5:1) iffl^IJ; DxfJl' (Z)-2-fV7*n#+'>-3- 
[4-* h^y-3- ( I [4- ( h U 7MD^f;W ^>y;H 75/1 ^J^'xjk) 7x" 
JW-2-7'D^;x-h 77mg£#fco 

•H-NMRtCDClj) <5 :1. 30 (d, J=6. 4Hz, 6H) 1.36 (t, J=7. 2Hz, 3H) 3.97 (s, 3H) 4.29 
(g, J=7. 2Hz, 2H) 4.47 (sept, J=6. 4Hz, 1H) 4.75 (d, J=6. 0Hz, 2H) 6.99 (d, J=8. 0Hz, 
1H) 7.01 (s, 1H) 7.47 (d, J=8. 0Hz, 2H) 7.60 (d, J=8. 0Hz, 2H) 8.12 (dd, J=2. 4, 

no 
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8.0Hz, 1H) 8.18 fa, 1H) 8.57 (d, J=2. 4Hz, 1H) 



;«J I6d) 




r 



OH 



x^;y (Zl^y^n^^-H-^ h^>-3-(([4-(b 'J7Mo^?;w^ 

>v ? ;W 75/1* - )V) 7 x -2-7° D^X-b 77mg & ^ ^ 7 2ml }~ 

«S7Kfift^± h U ^i.«b *«ES»JEe*bT (Z) -2--f V7"n|^y-3- [4-* 
h 3r s>-3- (|[4-(hU7Mn^ 5P;W ^ > 7S;)^j ;i/#x;w 7 x n;W -2- 

'H-NMR (DMS0-d 6 ) 6 : 1. 17 (d. 1=6. 4Hz, 6H) 3.90 (s, 3H) 4.46 (sept, J=6. 4Hz, 1H) 

4.56 (d, J=6. 4Hz, 2H) 6.90 (s, 1H) 7.15 (d, J=8. 8Hz, 1H) 7.53 (d, J=8. 0Hz, 

2H) 7. 68 (d, J=8. 0Hz, 2H) 7. 87 (dd, J=2. 4, 8. 8Hz, 1H) 8. 30 (d, J=2. 4Hz, 1H) 
8. 82 (m, 1H) 

m&l 17a) 



m&m 14a) t[W]«07jfeTX^;i/2-X^;U-3-(4-^ h^y-3--f07x" 
M -2-7° a ^ y x- h £ E-Z iCO -Cfffeo 

'H-NMR (CDC lj) 5 : 1. 15+1. 35 fan, 6H) 2. 45+2. 53 (a, J=6. 0Hz, 2H) 3. 95+3. 98 (s, 3H) 
4. 18+4. 27 (d, 1=6. 0Hz, 2H) 6. 52+7. 53 (d, 1H) 7. 01+7. 11 (d, J=8. 0Hz, 1H) 
7. 44+7. 55 (dd, J=8. 0, 2. 0Hz, 1H) 7. 79+7. 89 (d, J=2. 0Hz, 1H) 




in 
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O 




O' 



'H-NMR(CDC1 3 ) <5:0. 88 (t. J=6. OHz, 3H) 1. 17 (t, J=6. 0Hz, 3H) 1. 56 (m, 2H) 
2.52(1, 1H) 2. 59 (dd, J=13. 5, 7. OHz, 1H) 2. 80 (dd, J=13. 5, 8.0Hz, 1H) 3. 81 (s, 
3H) 4. 08 (a, 1=6. OHz, 2H) 6. 50 (dd. 1=8. 0, 2. OHz, 1H) 6. 54 (d, 1=2. OHz, 1H) 
6. 68 (d, J=8. OHz, 1H) 



mrnm uc) t^®^-?!^ 2- (4-* v^-z-m- §-*^)wi-7 ^-iv 

-1, 3-*^-*J-V-;P-4— f ;W 75 7K>yJH ^7I-h«. 

■H-NMR(CDC1 3 ) 5 :0. 89 (t, J=6. OHz, 3H) 1. 18 (t, J=6. OHz, 3H) 1. 58 On. 2H) 
2. 56 fa, 1H) 2. 68 (dd, J=13. 5, 7. OHz, 1H) 2. 88 (dd, J=13. 5, 8. OHz, 1H) 3. 63 (s, 
2H) 3. 74 (s, 3H) 4. 08 (a, J=6. OHz, 2H) 6. 71 (d, J=8. OHz, 2H) 6. 79 (dd, 1-8. 0, 
2. OHz, 2H) 7. 46 fa, 3H) 8. 07 fa. 2H) 8. 25 (d, J=2. OHz, 1H) 9. 40 (bs, 1H) 

mmrn \m 



MMM 14 d) trnmo^m-C 2- (4-* h^P~>-3- I [2- (5-^flH-7x-Jhl, 3- 
^■tfV— 7±^M 7^yK>ylH :/*>Bt£f#fco 
'H-NMR (CDCI3) (5 :0. 94 (t. 1=6. OHz, 3H) 1. 60 fa, 2H) 2. 61 (m, 1H) 2. 72 (dd, 
1=13.5, 7.0Hz, 1H) 2. 90 {dd, 1=13.5, 8.0Hz, 1H) 3. 62 (s, 2H) 3. 74 (s, 3H) 
6. 73 (d, J=8. OHz, 2H) 6. 83 (dd, 1=8. 0, 2. OHz, 2H) 7. 46 (m, 3H) 8. 06 fa. 2H) 





112 



WO 02/080899 



PCT/JP02/03006 



8. 26 (d. J=2. 0Hz, 1H) 9. 40 (bs, 1H) 



MM 18 



mm i8c) 



H 



O 




mnm 17 c) ^ilcDTj&Tx^l^-W-^ h+y-3-|[2-(3-7Mn-4-hU7 

'H-NNRtCDClg) <5 :0. 88 (t, J=6. 0Hz, 3H) 1. 17 (t, J=6. 0Hz, 3H) 1. 58 On, 2H) 
2. 54 (m, 1H) 2. 67 (dd, J=13. 5, 7. OHz, IB) 2. 86 (dd, J=13. 5, 8. OHz, 1H) 3. 77 (s, 
2H) 3. 79 (s, 3H) 4. 08 (q, J=6. OHz, 2H) 6. 73 (d, J=8. OHz, 1H) 6. 83 (dd, J=8. 0, 
2. OHz, 1H) 7. 24 (m, 2H) 7. 61 (t, J=7. 5Hz, 1H) 7. 77 (bs, 1H) 8. 17 (d, J=2. OHz, 1H) 

mmm m) 



MMM 17 d) tH«©^T2-(4-^ 1 [2- (3-7MO-4- h U 7MD 

^^7i-)H 7±^M 75y]w;i/) y^>m^f#fco 

! H-NMR(CDC1 3 ) 5 :0. 93 (t, J=6. OHz, 3H) 1. 59 (m, 2H) 2. 59 (m, 1H) 2. 70 (dd, 
J=13. 5, 7.0Hz, 1H) 2. 89 (dd. J-13. 5, 8.0Hz, 1H) 3. 70+3. 77 (s, 2H) 
3. 79+3. 81 (s, 3H) 6. 74 (d, J=8. OHz, 1H) 6. 86 (dd, J=8. 0, 2.0Hz, 1H) 7. 17 (d, 
J=8. OHz, 1H) 7. 22 (d, J-10. 5Hz, 1H) 7. 60 (t, J=7. 5Hz, 1H) 7. 78 (bs, 1H) 
8. 17 (d, J=2. OHz, 1H) 

mmm 19 
mmm m 



5- [2- (x h^S/^;i/#x;i/) -f^M -2-^ h^^BMB. 0. 50g $fh7bb'o 
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7^>8ml £895? U MTOnn^iifJVO. 20ml ^5cttXh >JX^;U7$ > 
0.29ml £jjPAfc 0 KJS*£*?&TT10#W^b;&gk ^^<&»i®bfco ®H£ 
£B&*}frU 7j< 10 /xl fc«fc h U 136mg ^iHA, 2 B# 

7A^DTh^77^-l:#l, ^\^rit >-WifJl' (3 : 1) i£ffi#iS«k t) x=P;i/ 
2- [3-(t Fn^y^^;W-4-/ b^v^>i?;M 7*^7i-h 0. 47gS#fc. 
'H-NMR(CDC1 3 ) <5 :0. 90 (t, J=7. 2Hz, 3H) 1.17 (t, J=6. 8Hz, 3H) 1.50-1.64 (m, 2H) 
2. 51-2. 57 (m, 1H) 2. 68 (dd, J=6. 8, 14. 0Hz, 1H) 2. 87 (dd, J=8. 0, 14. 0Hz, 1H) 
3. 84 (s, 3H) 4. 04-4. 10 (m, 2H) 4. 65 (s, 2H) 6. 78 (d, J=9. 2Hz, 1H) 7. 05 (d, 
J=9. 2Hz, 1H) 7. 07 (s. 1H) 
U&\ 19b) 



x^;i/ 2-[3-(t HD+y/^W-f / h^->^>> ? ;i/] 0.47g£b 
;i/X>6ml 7>'fl3^7x-^^'JJl'0. 54ml :fe«ktf$?71f t? ->^o 

[5. 4. 0] ^7>^'-k> 0. 37ml £tJP*., ^MT? 16 Pf M$t#b7to KJ&#Jfc:zlc£ijn*., 

^\=^-^>-^mx^;i/ (5:1) ^ffi^Pct o l- 15- [2- (x h^v7u;i/^x;i/) y^m - 

2-* h^i/^>^;H-l, 2-h U Tlf^x>-2--f 0. 47g £t#fc 0 
'H-NMR(CDC1 3 ) <5: 0.90 (t, J=7. 2Hz, 3H) 1.17 (t, J=6. 8Hz, 3H) 1.50-1.64 (m, 2H) 
2.51-2.57 (m, 1H) 2.68 (dd, J=6. 8, 14.0Hz, 1H) 2.87 (dd, J=8. 0. 14. 0Hz, 1H) 
3.82 (s, 3H) 4.02-4.12 On, 2H) 4.30 (s, 2H) 6.81 (d, J=8. 0Hz, 1H) 7.03 (s, 1H) 
7. 11 (d, J=8. 0Hz, 1H) 
mi&M 19c) 
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1- (5- [2- (Xh+^^ZJW f^M -2-^ b^iy^.>i^M -l,2-h U 
X>-2— f 0. Alg&J- t h*D77> 6ml fcflftSU 7k 0. 4ml 33x0^ U 7 
i-MX7^ > 0. 55g £?J0x., iST 20 W3i#bfc. »i*£«JEg^bfc«, 
>- U tj^tj 7^n7h^77^-li#U Mx5b>b-y ^ y h y 
X^7a > {10: 1:0. 1) ®ttJ^H«±: D X^;V 2-[3-(75/^?JW-4-/ h^->^ 

>^;W yx-ho. 40g ^#7to 

'H-NMR (CDC1 3 ) <5 :0. 90 (t, J=7. 2Hz, 3H) 1.17 (t, J=6. 8Hz, 3H) 1.50-1.64 (m, 2H) 

2. 49-2. 56 Cm. 1H) 2. 67 (dd, J=6. 8, 14. OHz, 1H) 2. 86 (dd, J=8. 0, 14. OHz, 1H) 

3. 77 (s, 2H) 3. 81 (s, 3H) 4. 04-4. 10 On, 2H) 6. 76 (d, J=8. 8Hz, 1H) 7. 00 (d, 
J=8. 8Hz, 1H) 7. OKs, 1H) 

mmm m) 




JL^JV 2-[3-(7$7^^W-4^ h + y^>^H7^;x-b 0. 40g £ 4- ( h 
U 7J^n/7;W^Ift 0. 29g £ N, N->^ ^WI/AT^ F 5ml U tK 

^Tv-TV ^Tn^M^X^PJI/O. 24mk h U 17^75 > 0. 21ml £ttl7Lfc 0 Sjfc 

I£x^;W3 : 1) itm^HJ; D x^;U 2-[4-y h^y-3-(([4-(hU7Mn^7jW 
^> 7<iW 75 7 1 ^7iW ^>yJW 7^ / I- h 0. 59 g £f#fc 0 
'H-NMR(CDC1 3 ) 5 :0. 91 (t, J=7. 2Hz, 3H) 1.16 (t, J=6. 8Hz, 3H) 1.50-1.67 (m, 2H) 
2. 49-2. 56 (m, 1H) 2. 68 (dd, J=6. 4, 14. OHz, 1H) 2. 86 (dd, J=8. 6, 14. OHz, 1H) 
3.86 (s, 3H) 4.01-4.10 (m, 2H) 4.61 (d, J=6. OHz, 2H) 6. 67-6. 72 (m, 1H) 6.81 
(d, J=8. OHz, 1H) 7.08 (dd, 1=2. 4, 8.0Hz, 1H) 7.13 (d, J=2. 4Hz, 1H) 7.68 (d, 
J=8. OHz, 2H) 7.86 (d, J=8. OHz, 2H) 
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xfPjl/ 2- [4-* h ( I [4- ( h U n^fJM ^> W M 7 5 7 1 ^ 
)V)^y-JM ^7X- h 0. 59g y 5ml tjg«?b, WTKBIfW- h U 
2ml £in7b 70 t CT4^P B m#b7 t Co ^jg^^^b, lNttKT+fDb&SfflE 
mx^Tfflfflbfco ^M^iSfaA^TkT^f b. i7«thU^A«b, 
il^MJEgSLT 2- [4-* h^r>--3- ( I [4- ( h U 7)V*n*^JV) ^>"M M 7 

s y ) y ^o^w >m a 50g 

■H-NMR (DMS0-d 6 ) 6 :0. 80 (t, J=7. 2Hz, 3H) 1.39-1.46 (m, 2H) 2.33-2.40 (m, JH) 
2. 55 (dd, J=6. 4, 14. 0Hz, 1H) 2. 72 (dd, J=8. 0, 14. 0Hz, 1H) 3. 77 (s, 3H) 4. 42 
(d, J=5. 6Hz, 2H) 6.88 (d, J=8. 0Hz, 1H) 7.01 (s, 1H) 7.03 (d, J=8. 0Hz, 1H) 7.85 
(d, J=8. 0Hz, 2H) 8. 07 (d, J=8. 0Hz, 2H) 9. 03 (t, J=5. 6Hz. 1H) 

mmm 20 

m&M 20a) 



Wtm 19a) t^«Ti^3-[3-(t h^y^- 

'H-NMR (CDC 1 3 ) 5 :0. 97 (d, 1=6. 0Hz, 3H) 1.15 (d, 1=6. 0Hz, 3H) 1. 24 (t, J=7. 2Hz, 
3H) 2. 88 (dd, J=8. 4, 14. 0Hz, IB) 2. 95 (dd, J=5. 2, 14. 0Hz, 1H) 3. 50 (sept, 
J=6. 0Hz, 1H) 3.85 (s, 3H) 4.00 (dd, J=5. 2, 8. 4Hz, 1H) 4.11-4.21 (in, 2H) 4.65 
(d, J=6. 4Hz, 2H) 6.79 (d, J=8. 8Hz, 1H) 7.14 (d, J=8. 8Hz, 1H) 7.15 (s, 1H) 

mmm 20b) 
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mmm i9w tmrno^mT i-[5- y'^n^mv^nH;w- 
2-* h^y^y-JM-i 2-huzif^x>-2— r C7A^#fe 0 

'H-NMR(CDC1 3 ) 5 :0. 96 (d. J=6. OHz, 3H) 1.15 (d, J=6. OHz, 3H) 1.25 (t, J=7. 2Hz, 
3H) 2.88 (dd, J=8. 8, 13. 6Hz, 1H) 2.95 (dd, J =4. 8, 13. 6Hz, 1H) 3.50 (sept, 
J=6. OHz, 1H) 3.84 (s, 3H) 4.00 (dd, J=4. 8, 8. 8Hz, 1H) 4.15-4.21 On, 2H) 4.32 
(s, 2H) 6. 83 (d, J=8. OHz, 1H) 7. 14 (d, J=2. OHz, 1H) 7. 20 (dd, J=2. 0, 8. OHz, 1H) 

mmm 20c) 



m&m i9c) ^mm^m^^ji 3- [3-(T^y^^;w -4-^ h^~>:7a:-;i/]-2- 

V y p jJ*^ is -fa A y x— h £#fc 0 
>H-NMR(CDC1 3 ) 5: 0.96 (d, J=6. OHz. 3H) 1.15 (d, J=6. OHz, 3H) 1.25 (t, J=7. 2Hz, 
3H) 2. 88 (dd, J=8. 8, 13. 6Hz, 1H) 2. 95 (dd, J=4. 8, 13. 6Hz, 1H) 3. 50 (sept. 
J=6. OHz, 1H) 3.84 (s, 3H) 4.00 (dd, J=4. 8, 8. 8Hz, 1H) 4.15-4.21 (m, 2H) 4.32 
(s, 2H) 6. 83 (d, J=8. OHz, 1H) 7. 14 (d, J=2. OHz, 1H) 7. 20 (dd, J=2. 0, 8. OHz, 1H) 

mmm 20d> 



mmm m) tmmo^m-v^ju 2--r w-^ h^^-3- ( i [4- 

(hU7Mn/ 5^;w ^ > ;H75;]^ g=-;w y ^-m yunyn-h 

ft. 

'H-NMR (CDC 1 3 ) 5:0.96 (d, J=6. OHz, 3H) 1.14 (d, J=6. OHz, 3H) 1.24 (t, J=7. 2Hz, 
3H) 2.88 (dd, J=8. 4, 14. OHz, 1H) 2.95 (dd, J =4. 8, 14. OHz, 1H) 3.51 (sept. 
J=6. OHz, 1H) 3.87 (s, 3H) 4.01 (dd, J=4. 8, 8. 4Hz. 1H) 4.12-4.20 (m, 2H) 4.62 
(d, J=6. OHz, 2H) 6. 65-6. 70 (i, 1H) 6. 82 (d, J=8. OHz, 1H) 7. 17 (dd, J=2. 0, 8. OHz, 
1H) 7. 22 (d, 1=2. OHz, 1H) 7. 68 (d, J=8. 4Hz, 2H) 7. 86 (d, J=8. 4Hz, 2H) 
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■mm 20e) 




mnm i9e) tmmv^mv 2— rv^n^^-3-[4-^ h^-3-(i[4-(hu^;i/ 

'H-NMR (DMS0-d 6 ) 5:0.78 (d, J=6. 0Hz, 3H) 0.93 (d, J=6. 0Hz, 3H) 2.68 (dd, J=8. 0, 
14.0Hz, 1H) 2.81 (dd, J=4. 0, 14. OHz, 1H) 3.41 (sept, J=6. OHz, 1H) 3.78 (s, 
3H) 3. 92 (dd, J=4. 8, 8. 4Hz, 1H) 4. 43 (d, J=6. OHz, 2H) 6. 88 (d. J=8. OHz, 1H) 
7.07 (s, 1H) 7.08 (d, J=8. OHz, 1H) 7.85 (d, J=8. OHz, 2H) 8.09 (d, J=8. OHz, 
2H) 9. 06 (t, J=6. OHz, 1H) 

MM 21a) 




-7^1/ 300ml fcfcftfcU ^"C-rV^T^y^UU^^A (2. 5M^\=HJ->^) 19ml 
?MM75 H 10ml &Untt a Sgi^^Cib, iSlf^T 

(9:1) ^mH^ck D 1- h^^^M -3- ( h U 7MD/^H^>y7Jlrk 
H 5. 0 g ^Ifiitlt l.Tt#fc„ 

'H-NMR (CDClj) 6 : 3. 54 (s, 3H) 5. 35 (s, 2H) 7. 34 (d, J=8Hz, 1H) 7. 49 (s, 1H) 
7. 94 (d, J=8Hz, 1H) 10. 52 (s, 1H) 
MiaM 21b) 
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OH 



O 




H 



l-U y ^ fJW -3- ( MJ o ^ ?JW ^ >^y JJPf k F 5. 0g£7-teF 
>25ml fCi&^U mmM22m\ ^iP^fco MWV^WmK^^. 

ii^fSU, 2-fc F ( h 'J 7Mn^?;W ^>77^rh F 4. 5g 

'H-NMR (CDCI3) 6 :7. 2-7. 3 (in, 2H) 7. 70 (d, J=8Hz, 1H) 10. 0 (s, 1H) 11. 1 (s, 1H) 
iSigM21c) 



2-t Fn + y-4-(hU7MD^5 1 ;i/}^>77^Tk F 4. 5g £N, N-v^^F* 
J^75 F 20ml fci£$¥U zK*^ F U (60%?M£) 1. Og£in?L, 0 
^fi^Ufco ^nfcH^fcpWH. 8ml £MTU lB^W-KiS^Wco fc!fcWZ7k 

U ^^MffT^5febfeo ^S^->U^^;^^A^oTF^^7^-fc#l^ 

^^t>-iii?jp (9 : 1) mmmft<k <o 2-* f 4^>-4- ( f u yji^r □ ^ j-m ^ > 
y7;i/Tk f 3. 0g&i6»tbTf#fc. 

'H-NMR (CDCI3) (5 :4. 00 (s, 3H) 7. 22 (s, 1H) 7. 29 (d, J=8Hz, 1H) 7. 93 (d, J=8Hz, 1H) 
10. 50 (s, 1H) 
MBM 2 Id) 



2-* h^y-4-(h'J7Mn^fJH^>77iVftH 3. Og ^frXJlTfr 
F 50ml <h U >M-7K*v" F U <7 A 1. 6g (20ml) 5ci£#?U F 
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xg=-;K3:7)»mia^«kt), 2-* h^v-4-(HJ 7MD^f ;WS,ifiO. 8g£ 
■H-NMR(CDCI 3 ) 5 A. 14 (s, 3H) 7. 29 (s, 1H) 7. 41 (d, J=8Hz, 1H) 8. 30 (d, J=8Hz, 1H) 

mmm 2ie) 




2-* h^>-4- ( h U 7;!/^-n ;*5P;W Sm§m 0. 24 g ti^ 2- [3- J ^ 
-4-^ b*5"*>z?M 7^;i- h 0. 3g£H«J 19d) \zMi%, HWJ 19e) 
illiil^BJlb, 2- [4-* h^>-3-(([2-;* h + y-4-(h'J7Mn^^W^>'/ 

-r M 7 5 y l * ^>> 5 ;w >gg o. 3 g ^^-stfi^ t uxifc, 

'H-NMR(CDCls) 5 :0. 93 (t, J=7Hz, 3H) 1. 5-1. 7 (a, 2H) 2. 5-2. 6 (m, 1H) 

2. 69 (dd, J=7, 14Hz, 1H) 2. 89 (dd, J=8, 14Hz, 1H) 3. 87 (s, 3H) 3. 98 (s, 3H) 

4. 62 (d, J=6Hz, 2H) 6. 80 (d, J=8Hz, 1H) 7. 08 (dd, J=2, 8Hz, 1H) 7. 16 (s, 2H) 7. 28- 

7. 34 (m, 1H) 8. 26-8. 40 (m, 1H) 8. 36 (t, J-6Hz, 1H) 

mmm 22 
mmm 22a) 




h^y7i"Jl» 5. Og£>^Pn;**> 20ml Sl^ib, -i^b^-tfU 

;i/ 4. 6g ^upa, ist 3 ww^bfc 0 m,j±Tmm£&m<D-mk3-*-y-i) jiz 

@5£U H$y^nn/^> 20ml W£$F-U - h U T^l/^-nM^Ml'T 
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'H-NMR (CDCI3) <5 : 3. 73 (s, 2H) 4. 95 (s, 3H) 6. 98 (d, J=8Hz, 1H) 7. 00 (d, J=8Hz, 1H) 
7. 28-7. 35 (m, 2H) 7. 50-7. 60 (m, 4H) 7. 91 (s, 1H) 
Wmm 22b) 



N- [4- ( HJ 7 JVt n ^ ?JW 7 x-JH-2- (2-^ h^y^'M TizhTS K 
1.0g*h'j7Mnft» 10ml fcit^U ^IM^I^t- b^S > 0. 46 g £inA, 
85°C7r3B#KMJS$i±fc„ M^ififclb, *£B£gfex9\JP£;bD;^ Mf3jz*M 

M7A^n7h^77-f-l:#U AW>*fJKl:l) ^ffiEtfrJ: D N- 
[4- (h'J7 U * 5P;U) y x. -JU) -2- (5-xfr;i/3 JI/-2-* h^>7i -;w T-fe h 
75 F 0. 7 g ^-fetft^t btife, 

•H-NMR (CDC 1 3 ) <5 :3. 78 (s, 2H) 4. 00 (s, 3H) 7. 07 (d, J=8Hz, 1H) 7. 54 (d, J=9Hz, 2H) 
7. 57 (d, J=9Hz, 2H) 7. 85 (d. J=2Hz, 1H) 7. 83-7. 90 (in, 1H) 9. 91 (s, 1H) 

mmm 22c) 



N-[4-(MJ y)V^ru^^)V) 7x-;H-2-(5-*^$H-^ h*'77i^M 7 
•feh75F0.7gi 2-7tv7*./7^>®?X^JU 1.6g$fil«| la) iPitllb, 
x^;U 2-x5^;V-3- (4-y< h^->-3- 12-^ V-2- [4- ( h U *3\>W 7-U 

y]x^;H 7x-;w-fc7 , o^yi-h o. 8g^ifi«#iibT#fcc 



o 




o 
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'H-NMR (CDCI3) 6 : 1. 18 (t, J=7Hz, 3H) 1. 34 (t, J=7Hz, 3H) 2. 55 (q, J=7Hz, 2H) 

3. 74 (s, 2H) 3. 97 (s, 3H) 4. 26 (a, J=7Hz, 2H) 6. 99 (d, J=9Hz, 1H) 7. 34 (d, J=9Hz, 1H) 

7. 38 (dd, J=2, 8Hz, 1H) 7. 48-7. 62 (m, 5H) 7. 82 (s, 1H) 



x.^)V 2-X^;P-3- h^>-3- {2-^V-2- [4- ( h U 7 )V3ru *^)V) y~ 
U/]x^;i/l 7x-JH-2-^n^;x- b 0. 3g£M3t#J lb) £mffi.\zBMls, x^ 
;P 2- (4-^ h ^~>-3- \2-Jr*r V-2- [4- ( b U :7;M- □ p< 3^10 7-U;] x^;n ^> 

v^ ;x-bo. 3g ^ss-fe^ti t lwc 

'H-NMR (CDC 1 3 ) 5 :0. 91 (t, J=7Hz, 3H) 1. 14 (t, J=7Hz, 3H) 1. 5-1. 8 (m, 2H) 2. 48- 

2. 60 (m, 1H) 2. 71 (dd, J=6, 14Hz, 1H) 2. 87 (dd, J=4, 14Hz, 1H) 3. 68 (s, 2H) 3. 91 (s, 3H) 

3. 95-4. 10 (m, 2H) 6. 86 (d, J=9Hz, 1H) 7. 09 (s, 1H) 7. 06-7. 12 (m, 1H) 
7. 51 (d, J=9Hz, 2H) 7. 56 (d, J=9Hz, 2H) 7. 94 (s, 1H) 

mnm 22e) 



x^;i/ 2- (4-^ h^>-3- 12-^ V-2- [4- ( h U y;i^npWW 7->jy]x? 

;w^>^;w y^/i-h o. 3g &nnm i9e) t^c^iu, 2- w-* h=^>-3- 

(2-^V-2- [4- (HJ y)V^u^)V) 7-U7] xfP;H ^ >>>;]/) V^>m 0. llg 

■H-NMR (DMSO-d 6 ) 5 : 0. 84 (t, J=8Hz, 3H) 1. 46 (sept, J=8Hz, 2H) 2. 35-2. 60 (m, 1H) 
2. 57 (dd, J=6, MHz, 1H) 2. 74 (dd, J=8, 14Hz, 1H) 3. 61 (s, 2H) 3. 71 (s, 3H) 

6. 86 (d, J=8Hz, 1H) 7. 02 (s, 1H) 7. 03 (d, J=8Hz, 1H) 7. 64 (d, J=9Hz, 2H) 

7. 79 (d, J=9Hz, 2H) 10. 4 (s, 1H) 12. 1 (s, 1H) 

mmrn 23 



o 




o 
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mmm 23a) 




7 



OH 



JLTA 3-[3-(75y/?;W-4-^ h ^ ■> 7 x " ;M -2--Y V 7°D + ->7°D A' 
yx-hO. 15g t 2-y h^y-4-(hU7Mny5 1 jW frMmWi 0. 24g£lH»J 
19d) \zWti?.mMM W £mm\mmV,2-<ivyntf3rz/-Z-l4-* h^v-3-(|[2- 
y h^v--4-(hU yjV^ru^^M^yMM Y^y \ 7ix;W 7n;i> 

'H-NMR (CDC 1 3 ) 6: l. 00 (d, J=6Hz, 3H) l. 14 (d, J=6Hz, 3H) 2. 90 (dd, J=8, 14Hz, 1H) 

3. 03 (dd, J=4, MHz, 1H) 3. 56 (sept, J=6Hz, 1H) 3. 88 (s, 3H) 4. 00 (s, 3H) 

4. 08 (dd, J=4, 8Hz, 1H) 4. 63 (d, J-6Hz. 2H) 6. 81 (d, J=8Hz, 1H) 7. 14 (dd, J=2, 8Hz, 1H) 

7. 17 (s, 1H) 7. 22 (d, J=2Hz, 1H) 7. 32 (d, J=8Hz, 1H) 8. 30 (d, J=8Hz, 1H) 

8. 35 (t, J=8Hz, 1H) 
jig 24 

mmm 24a) 



x^;V 3-[3-(7S;y5 l ;H-4-yh + '>7x-JH-2-1'77°n^>'7 0 nA 
yx-h 0. l5.g£N, N-'7yf^*M75 H 5ml (C^?U tfU> ? > 0.2ml t 2- 
7J^n-4-(hU 7MD^^M$ifi^DU F 0. 24 g IMT 12P#W 

KJS^iirfco Kfomz-fo&l&TL. SSHWitHb, t&fP^7KTi5fe#m, *S7K 
«V^^->^AT^Lfco ^^MET^Sl^c^ M^->Ui7^;U^^A 
7D-?h^77^-H#U Mx5 i ;W^^1t>(l:2)^mill^J:Dx^;v 2— f 
V7n^ ~>-3- [4-^h + ->-3- ( I [2-7 n-4- (h'J7Mny ^ > 
Jl/]75 7l *3\Jl/) 7irjH yoAVX-h 0. 2g £^tfift&«£LT#7c a d 
n^Ii:H»i Id) tffitllb, 2-< V7/n^~>-3-[4-y h^>-3-(|[2- 
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7M0-4- ( h u 7Mn^?;W ^>vV;M 75;U?;H y^~M y°un> 
' m 0. 15g ^Sfi@#tlTffe 0 

'H-NMR(CDC1 3 ) 5 : 1. 00 (d, J=6Hz, 3H) 1. 15 (d, J=6Hz, 3H) 2. 91 (dd. J=8, 14Hz, 1H) 

3. 04 (dd, J=4, 14flz, 1H) 3. 56 (sept, J=6Hz, 1H) 3. 87 (s, 3H) 4. 09 (dd, J=4, 8Hz, 1H) 

4. 64 (d, J-6Hz, 2H) 6. 82 (d, J=8Hz, 1H) 7. 16 (dd, 1=2, 8Hz, 1H) 7. 22 (d, J=2Hz, 1H) 
7. 37 (d, J=12Hz, 1H) 7. 51 (d, J=8Hz, 1H) 7. 34-7. 5 (m, 1H) 8. 22 (t, J=8Hz, 1H) 

mmm 25 

M&l 25a) 




Jl 1. Og^^b^k FD7^> 200ml K:»»L/, hU7x"Jl/*7 7^ >2. 6g£><fc 

7 7°n t°;PTv % ^;u^->i/- b 2. Og ^in*., 24 m mmwvrzo 

-y-y-mm^JV UO: l) ^ffi^iSi Q 1-^ h=^>-2- 12- [4- ( b u :7jv^-n^;i/) 
7xy^>] x^;n^>-tf> 1. 6g£#fco 

'H-NMR(CDC1 3 ) 5: 3.14 (t, J=7. 2Hz, 2H) 3.85 (s, 3H) 4.20 (t, J=7. 2Hz, 2H) 
6.85-6.92 (m, 2H) 6.96 (d, J-8. 0Hz, 2H) 7.20-7.27 (m. 2H) 7.51 (d, J=8. 0Hz, 2H) 
m&i 25b) 




h+'>-2-|2-[4-(h'j7Mn^f;M 7x7+y] x3^H^>if> 1. 6g £ 
HMM 22b) t.mm\zmmL, 4-p< b=^S>-3- 12- [4- ( h U :7;i^a^;W 
is] X3\>H ^>X7;io*fc H 0. 20g £#fco 

'H-NMR (CDC 1 3 ) 5: 3. 18 (t, J=7. 2Hz, 2H) 3.93 (s, 3H) 4.20 (t, J=7. 2Hz, 2H) 6.95 
(d, J=8. 0Hz, 2H) 6. 99 (d, J=8. 0Hz, 1H) 7. 52 (d, J=8. 0Hz, 2H) 7. 78 (s, 1H) 7. 80 
(d, J=8. 0Hz, 1H) 9.89 (s, 1H) 
H«J 25c) 
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4-* h^>-3-(2-[4-(h U 7)\>JTU*^)V) 7xy^->]if;n ^>X7;pft 
F 0. 20g la) gttgftl lb) tlWIilfcMaU x^;P 2- (4-^>^y- 

3- (2- [4- ( h u y)V3ru^)V) ?^/*z/] x^;H ^>v;W y^yx- h o. 22g 

'H-NMR (CDC 1 3 ) 5: 0.91 (t, J=6. 8Hz, 3H) 1.16 (t, J=7. 2Hz, 3H) 1.52-1.67 (m, 2H) 

2. 48-2. 56 (m, 1H) 2. 67 (dd, J=6. 8, 13. 6Hz, 1H) 2. 86 (dd, J=8. 4, 13. 6Hz, 1H) 

3. 07 (t, J=7. 2Hz, 2H) 3. 81 (s, 3H) 4. 04-4. 10 (m, 2H) 4. 16 (t, J=7. 2Hz, 2H) 
6.77 (d, J=8. OHz, 1H) 6.96 (d, J=8. OHz, 2H) 7.00 (s, 1H) 7.01 (d, J=8. OHz, 
1H) 7.52 (d, J=8. OHz, 2H) 



mm 25d) 




x^;V 2- (4-* h ^ '>-3- 12- [4- [bU7Mn^ ^)Vi 7i^y] X5MM ^ > 
yJW^yx-h O. 22g£H»J 19e) tHiOTb, 2- (4-* h^>-3-(2-[4- 

(h u y)V^u^M 7 ?! j x^;n ^>s^;w ^^>m o. 20g £#fc 0 

'H-NMR (CDC 1 3 ) <5 : 0. 95 (t, J=7. 2Hz, 3H) 1. 53-1. 67 (m, 2H) 2. 52-2. 60 (m, 1H) 2. 69 
(dd, J=6. 8, 14. OHz, 1H) 2. 90 (dd, J=8. 0, 14. OHz, 1H) 3. 07 (t, J=7. 2Hz, 2H) 
3.81 (s, 3H) 4.16 (t, J-T. 2Hz. 2H) 6. 78 (d. J=8. OHz, 1H) 6.96 (d, J=8. OHz, 
2ft) 7.02 (s, 1H) 7.03 (d, J=8. OHz, 1H) 7.52 (d, J=8. OHz, 2H) 

mmm 26 
mmm 26a) 

5-^n^-2-^ h+ySISit 3. Og $fiMi 19a) t^ICiib, 5-^0^-2- 
y h^y7irjW^;-^ 1. 7g £»fc 0 

'H-NMR (CDC 1 3 ) 5 : 2. 20 (m, 1H) 3. 82 (s, 3H) 4. 64 (d, J=6. OHz, 2H) 6. 77 (d, J=8. OHz, 
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1H) 7.37 (dd, J=2.0, 8.0Hz, 1H) 7.52 (d, J=2. 0Hz, 1H) 



rn.rn.rn m) 




Br 



5-ynt-2-^ h*rz/7 x.—)V*& J —)V 0. 8g£^h^t KD77> 30ml 
jSU,4-(h'J7Mn^5 1 jl/)^>yjV7'a5 F 2. 6g cfe«k<tfzK^fc;:J- h U «7 A (60% 

(9: 1) mttJ^HiJ; 0 4-7/a^-l-^ h^>-2- ( I [4- (h U yJV&v*?- 

;w ^>^;H js^jw ^>if > 1. 4g 

•H-NlflUCDCl,) 6: 3.80 (s, 3H) 4.57 (s, 2H) 4.64 (s, 2H) 6.77 (d, J=8. 0Hz, IB) 
7.37 (dd, J=2.0, 8.0Hz, 1H) 7.50 (d, J=8. 0Hz, 2H) 7.52 (d, J=2. 0Hz, 1H) 7.61 
(d. J=8. 0Hz, 2H) 



4-r/n^-i-^ h^r->-2-(([4-(h 1 J y)V^ru^)V)^y^M^r^) 
^>-fe?>1.4g h*D77> 15ml t?g$?U -78°C^7^SPb7c^ n-7/^ 

;VU 5 lr 7 A (1. 5M >iM) 3. 0ml ^Jn^Lfco EJ&ifc£-78 , CT? 30 #|HTO£L£: 

N-^5;^;i/7^U > 0.45ml £anA* -78°CT 1 l$WJ*#U&. RlSftfc IN 

^v7A«l, ^I^MSbfc. Srl^vU7J^>7J^A^OTh/7^7 
fctfU A^>^ix?JK3:l)gifi«0 4-* h^>-3-(l[4-(h'j7 
Mn^^jW ^>>*;H ^->! ^>X7^Tt H 0. 42g £#fc 0 

'H-NMR (CDC1 3 ) 6: 3.92 (s, 3H) 4.63 (s, 2H) 4.70 (s, 2H) 6.99 (d, J=8. 0Hz, 1H) 
7.51 (d, J=8. 0Hz, 2H) 7.62 (d, J=8. 0Hz, 2H) 7.84 (dd, J=2. 0, 8.0Hz, 1H) 7.98 
(d, J=2. 0Hz, 1H) 9. 90 (s, 1H) 



mm 26c) 
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■Mm 26d) 




C0 2 Et 



4-* (( [4- (h U 7)V3ru*^M ^y-JM t^Py] *<?)V) ^>XT)V 

7 s t H 0. 42g &mmM la) SitM lb) tili;»Sb, x^;i/ 2- [4-^ 

~>-3- ( I [4- ( h U ^;p^-n^^;w ^>>?;v] sM^>] ^ ^ y x- 



'H-NMR(CDC1 3 ) 6 : 0.91 (t, J=7. 6Hz, 3H) 1.16 (t, J=7. 2Hz, 3H) 1.52-1.68 (m, 2H) 
2. 50-2. 57 (m, 1H) 2. 70 (dd, J=6. 8, 14. 0Hz, 1H) 2. 88 (dd, J=8. 4, 14. 0Hz, 1H) 
3.80 (s, 3H) 4.01-4.10 On, 2H) 4.57 (s, 2H) 4.64 (s, 2H) 6.78 (d, J=8. 0Hz, 1H) 
7.06 (dd, J=2. 0, 8.0Hz, 1H) 7.19 (d, J=2. 0Hz, 1H) 7.50 (d, J=8. 0Hz, 2H) 7.61 
(d, J=8.0Hz, 2H) 



X5P^ 2- [4-^ h^Fv-3- (I [4- ( h U y)V^ru^)V) 1>*?M ^?JW 
^>^H^/x-F 0.'33g£HMM 19e) tlwittlfcMU 2- [4-* b^~>-3- 
([ [4- ( h u 7Md^^W ^>^;W ^y-JM 7#>m 0. 30g £ 



'H-NMR (CDC1 3 ) a : 0. 95 (t, J=7. 2Hz, 3H) 1. 54-1. 68 (m, 2H) 2. 55-2. 62 (m, 1H) 2. 71 

(dd, J=6. 8, 13.6Hz, 1H) 2.92 (dd, 1=8.0, 13. 6Hz, 1H) 3.79 (s, 3H) 4.57 (s, 

2H) 4.63 (s, 2H) 6.78 (d, J=8. 0Hz, 1H) 7.08 (dd, J=2. 0, 8.0Hz, 1H) 7.21 (d, 
J=2. 0Hz, 1H) 7.49 (d, J =8. 0Hz, 2H) 7.61 (d, J=8. 0Hz, 2H) 

mmm 27 

M#l 27a) 



h 0. 33g &niz 



MM 26e) 
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4-(h'J7Mn/fJH$,lli5. 7gt2-* h + y^>y;V75>4. Og£N, N- 
y^?Jl/*M75 H 100ml IZMBV, «Tf>T J *y;*>^X5P;i/ 4. 8mk 
b U x^;i/7 5 > 4. 2ml ^SO^^io R^^^S^T 16 P^MM#L 7^*7X4" 

D?h^77^-n#u ^ir-y-y-mm^fr [2:\) mmfrm^v m-(2-x b^> 

^>^jb) -4- (b u 7;p^-d^^;W ^>X75 F 8. 7g 

>H-NMR(CDC1 3 ) 5 :3. 89 (s, 3H) 4. 65 (d, J=5. 6Hz, 2H) 6. 70 (br, 1H) 6. 92 (d, J=8. 4Hz, 1H) 
6. 95 (t, J=7. 6Hz, 1H) 7. 28-7. 36 (m, 2H) 7. 68 (d, J=8. 4Hz, 2H) 7. 86 (d, J=8. 4Hz, 2H) 
Mm* 27b) 



Nl- (2-;* h^->^>y?;i/) -4- ( h U 7)V3ru*^)V) ^>X75 H 8. 7g & h U 7 
Mail20il fc»j&>U ^\Wfl/>rh75>3. 9g£Jn*.* 85°Cl?3PtM 

vh^77'f-fc^U ^if>-lt&x^;M2:i)*gaJiii#<fc!) Nl-(5-sf?;i/5;P- 
2-* h+y^>yJW-4-(h'J7Mo/^H^>X'7 5 H 4. 2g £#fc 0 
'H-NMR(CDC1 3 ) <5 : 3.99 (s, 3H) 4.72 (d, J=5. 6Hz, 2H) 6. 70 (br, 1H) 7.02 (d, 
J=8. 4Hz, 1H) 7.68 (d, 1=8. 4Hz, 2H) 7.83-7.90 (m, 4H) 9.89 (s, 1H) 
$&&M 27c) 



Nl-(5-^;U5;i/-2-p< h ^ ■> ^ > y ;W -4- ( h U 7 Jl/t o ^ f ;H ^ >X7 5 K 
1. 5g £ h;i/X> 15ml fci§#PU > 5 >y?^> 0. 52g, tfn U >?> 36mg 
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sstw, nffflLfcteft^aisb, »?j«tbfcf, ie»u Ni- 
ls- [ (2, 4->^=^V-l, 3-f7V7 >-5-< U j*?\>H -2-^ F^~>^>>?;M - 
4-(hU7;V^-n^^;W^>X7'$ F 1. 4g£#fco 

'H-NMR (DMS0-d 6 ) <5 : 3.90 (s, 3H) 4.47 (d, J=5. 6Hz, 2H) 6. 70 (br, 1H) 7.17 (d, 
J=8. 8Hz, 1H) 7. 40 (s, 1H) 7. 54 (d, J=8. 8 Hz, 1H) 7. 70 (s, 1H) 7. 87 (d, J=8. 0Hz, 
2H) 8. 13' (d, J=8. 0Hz, 2H) 9. 23 (t, J=5. 6Hz, 1H) 

mmm 28 
mmm 28a) 




2-7)i-*u-A- ( h u 7)v*u*^M &mmn 1. 5g 1 2-* h*$"*>sw 5 > 

0. 9Og£Sti&0! 27a) t^tlll/, NM2-* F^ 5/^>5?;M -2-37;M-n-4- ( F 
U7Mn^^W^>X75 F 2. 0g£t#fc o 

»H-NMR(CDC1 3 ) <5 :3. 90 (s, 3H) 4.67 (d, J=4. 8Hz, 2H) 6.90-6.96 (m, 2H) 7.25- 
7. 39 (m, 4H) 7. 52 (d, J=8. 0Hz, 1H) 8. 24 (t, J=8. 0Hz, 1H) 

mmm 28W 




Nl-(2-^ h ^ y ^ > y JH -2-7 J^t n-4- ( h U 7 Jkt n ^ ^JH ^ >X7 5 F 
2. Og 27b) tUSIfcjiaiL, Nl- (5-*;U5JU-2-^ F^->^>^;W -2-7 Jl/ 

tn-4-(h'J7Mo^7JH^>X7S F 1. lg £f#7t 0 
'H-NMR (CDC1 3 ) 6 : 4.00 (s, 3H) 4.72 (d, J=5. 6Hz, 2H) 7.03 (d, J=8. 0Hz, 1H) 

7. 32 (br, 1H) 7.40 (d, J=12. 0Hz, 1H) 7.53 (d, J=8. 0Hz, 1H) 7.84-7.88 On, 2H) 

8. 25 (t, J=8. 0Hz, 1H) 9. 89 (s, 1H) 
mum 28c) 
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Nl- (5-tfUI^ h -2-7)l^-n-4- ( h U 7)V?!ru* J-)V) ^ 

>X75 F 1. lg £H»J27c) t^fc^lgU Nl-l5-[(2, 3-5^7 

^?;W^>X7 5 F 0. 70g 

'H-NMR (DMS0-d 6 ) 5 : 3.89 (s, 3H) 4.45 (d, J=5. 6Hz, 2H) 7.18 (d, J=8. 8Hz, 1H) 

7.44 (d, J=2. 0Hz, 1H) 7.55 (dd, J=2. 0, 8. 8 Hz, 1H) 7.68 (d, J=8. OHz, 1H) 7.71 
(s, 1H) 7. 83-7. 90 (m, 2H) 9. 02 (t, J=5. 6Hz, 1H) 




Nl- 15- [ (2, 4-i^rV-l, 3-f7V7>-H f Ut^» ^^;H-2-^ h^->^>> 5 
JW-4-(h'j7Mn^7JV)^7X75 F 0. 55g $r N, H-y/7MM75 F 
20ml fcS»U 10%/^^>7AmS 0. 60 g ZtiaZ, 50 m. 15kg/cm 2 fc2fc*JnJEET 

^i*->-Bmx^JWl:l)*tiJ#li«kg Nl-[5-[(2, 4-S^J-^V-l, 3-^TV^ >- 
5--r;W^^;W-2-^ h^y^>y;W -4- ( h U 7JWn/f JH ^>X7 5 F 1. 2g 

'H-NMR (DMS0-d 6 ) 5 : 2.99 (dd, 1=9. 2, 17.5Hz, 1H) 3.28 (dd, J=4. 0, 17. 5Hz, 1H) 
3. 79 (s, 3H) 4. 42 (d, J=5. 6Hz, 2H) 4. 79 (dd, J=4. 0, 9. 2Hz, 1H) 6. 93 (d, J=8. 4 
Hz, 1H) 7. 08 (d, J=2. 0 Hz, 1H) 7. 10 (dd, J=2. 0, 8. 4Hz, 1H) 7. 84 (d, J=8. OHz, 
2H) 8. 08 (d, J=8. OHz, 2H) 9. 05 (t, J=5. 6Hz, 1H) 

mrnm 30 
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F Q 



o 



Nl-{5-[(2, 4-z?**rV-l, 3-?7^7>H *^M-2-* h 

JW-2-7Mn-4-(hiJ7MD^fJW^>X7S HO. 70g£®MJ29) tmMlz 
*MU Nl-(5-[(2, 3-f777>W;H^fJH-2-^ h^v^> 

5?;M ( h U 7Mn^^JH ^>X7S F 0. 47g &#fc„ 

'H-NMR (DMS0-d 6 ) <5 : 3.01 (dd, J=9. 6, 18. 0Hz, 1H) 3.31 (dd, J=4. 0. 18. 0Hz, 1H) 
3. 79 (s, 3H) 4. 40 (d, J=5. 6Hz, 2H) 4. 81 (dd, J=4. 0, 9. 6Hz, 1H) 6. 94 (d, J=9. 2Hz, 
1H) 7. 12 (m, 2H) 7. 66 (d, J=7. 2Hz, 1H) 7. 80-7. 84 (m, 2H) 8. 88 (t, J=5. 6Hz, 1H) 

Hi 3i 

®jfiM31a) 

BocHN^Y^l 
MeO^ 

2-^< h^->^>> ? ;i/7^> 13. 0g£^h^fc Hn^^>80ml tigib, i£7 

SSU iE7f;i/ N- (2-* h^5/^>i?;W h 19. Og £f#fc„ 

'H-NMR (CDC 1 3 ) <5 : 1.45 (s, 9H) 3.84 (s, 3H) 4.27-4.33 On. 2H) 5.01 (br, 1H) 6.84 
(d, J=8. 8Hz, 1H) 6.94 (t, J=8. 8Hz, 1H) 7.23-7.29 (ra, 2H) 
MS m/e (ESI) 440 (MH + ) 

mmmm) 



M^y^ll N-(2-* h*i"<>z?)l>) h 6. 04g hz h U;i/ 50ml 
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-2-^ h*^^>z?Jl) h 6. 97g £?#7c 0 

! H-NMR(CDC1 3 ) 5: 1.45 (s, 9H) 3.62 (s, 3H) 4.26 (d, J=6. 4Hz, 2H) 4.97 (br, 1H) 
6.72 (d, J=8. 8Hz, 1H) 7.34 (dd, J=2. 8, 11. 2Hz) 7.35 (s, 1H) 



IH7^^ N-(5-7*n : E-2-/ h^^>^M #;W\**- h 1. 015g, *?#nn\f 
7s (hU7x-MX7-f »7\ 0 ^>^A (II)45mg, h U *^A 330mg, :fe«fctf 

h U 7i^M77^f > 17mg££g7.KN, N-y/?J^M75 FiCfiBBU — »{fc 
KliBITT 110°C^T2B#K»bfeo £j^^£Mx^;i/T«u 7K, 
fiftfiftlfc*- MJ *>AtK, trMbfco ^B^^zK^T^^^AT-ffe^b, 
ig«£MJBETM* b M * v' U # >f)V% 7A^07h777^-C Tiff ffi L , 

^\^it>-Mx^;K3:i)^m^@J:«9BH^^;v N- (5-*;v^;i/-2-^ b=¥^ 

>z?M jj)W*—h 640mg 

'H-NMR (CDC1 3 ) <5: 1.45 (s. 9H) 3.94 (s, 3H) 4.36 (d, J=6. 0Hz, 2H) 5.00 (br, 1H) 
6. 98 (d, J=8. 4Hz, 1H) 7. 80-7. 83 (m, 2H) 9. 88 (s, 1H) 

, O OH O 



f£)80ml h7hKD77> 40ml T#SRb-> -78°C t^bfcll, X^;V 2— f V 
7°D^yPill. 68g(7)^h^h Hn77>(10iEl)^Mft. 30^-»b7c 
tert-^;i/ N-(5-*;l/5;i/-2-p< h^rv^>v ? ;i/)*;i'A^-b 10. 73g©7"h 
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zMgfg 100ml tilBXtz.. Kl&w&ik 400ml fcgflKxg 1 ;!/ 500ml Cffi€, ^IMm&M 
P"?h^7 7^HlTiil(MI: -\^-tf->-Mx5P;W , x^;U 3-(3- 

2-^v/n^y^D;vx-h du^o^iufxWcM) 12. 8g^£s 

'H-NMRICDCls) <5 :0. 99 (d, J=6. 1Hz. 3H) 1. 15 (d, J=6. 1Hz, 3H) 1. 19 (t, J=7. 6Hz, 3H) 

1. 44 (s, 9H) 2. 91 (d, J=5. 2Hz, 1H) 3. 43 (sept, J=6. 1Hz, 1H) 3. 83 (s, 3H) 

4. 03 (d, J=6. 3Hz, 1H) 4. 12 (q, J=7. 6Hz, 2H) 4. 29 (d, J=6. 6Hz, 2H) 

4. 86 (dd, J=5. 2, 6. 3Hz, 1H) 4. 99 (t, J-6. 6Hz, 1H) 6. 81 (d, J=8. 7Hz, 1H) 7. 23- 

7. 29 (m, 2H) 

d : 1. 11 (t, J=6. 9Hz, 3H) 1. 17 (d, J=6. 1, Hz, 3H) 1. 19 (d, J-6. 1Hz, 3H) 1. 44 (s, 9H) 

3. 00 (d, J=4. 4Hz, 1H) 3. 63 (sept, J=6. 1Hz, 1H) 3. 83 (s, 3H) 3. 95 (d, J=5. 9Hz, 1H) 

4. 08 (a, J=6. 9Hz, 2H) 4. 29 (d, J=6. 6Hz, 2H) 4. 80 (dd, J=4. 4, 5. 9Hz, 1H) 
4. 99 (t, J=6. 6Hz, 1H) 6. 81 (d, J=8. 7Hz, 1H) 7. 23-7. 29 (m, 2H) 
WLt&M 31e) 



3-(3-[(tert-^h^^;U^n;W 75/] *?-)V-A-* h^y^.- 
)V) -3- tFo^ ~>-2--f v^n^^n/Vi-h d'J^n^,};^ V^W 
©*gl%^)24. 7g£MJ 7)V3r umm 400ml 1Mb, HJX5P;i^>^> 96ml &m 
X, 38B#ra«#b7c 0 mmzmfcTIMlsls, 3Ni&S§ 300ml t^\^> 200ml 

fc^«?bfc„ zKH^^\^+h> 100ml -?»U 5N7KM^ h U ^AglTTJW U 
tefclU s?57PD^^> 200ml x4TISfflLfco mmm^^tz.. ^tKBK^V^ 
*^^A"eSfe«L,«ja£*«£ET«*bfc«, tlcMmc 'H-nmr tc&^TMM 2c) 
TWc-fb##l £ IH-©X^;i/ 3- [3- (75// =3-M -4-/ h ^ ~> 7 ~M -2— f V 



o 
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mmmm) 




x— b 18. 67g BilXh U > 7. 7g <D>?X^;i/X— (300ml) JgifctezK 

tfiT2, fy^on^vv^MD'J H 15. 9g©^-h^t h*n77> (15ml) iSMR** 
Tbfeo »<^T-e 30 #\ Mtgfil!30M#Ufc^ S^^tK 500ml lc&#\ 
rax5P;l/ 300ml bfco ^r«**«aSHK»7K*^- h U >7 AtKJSSc 200ml, ffi 

jpajKBt**^- h U ^A 200mh 43«fc^fflfHA»7K 200ml T?«KWfc^Ufclft, ^tKTHE 
8?^>")Al?tjftlfe, *jSE*«JEET«*Ufc». »SE*'>U*W*7A^ 
nv hif ^^>f — tT«Sb (^mW : ^"d-y-Wm^M , tie afetffc: ! H-nmr 

(c43^T^»!l 3ig) -ef#7tib-&#)^|Hi-ox^;v 3- (3- ( [ (2, 4->>y p p^>y 
28. 2g *m&mfe t Ltife. 

HJjg^l 31g) 



ci o 




;i-ht 2, A-Jzuu&mmw&mmm m) hnmizmmis, x^;u 3-0- 

j[(2, 4-v^nn^>vW;W 75/] y^;H-4-y h^y7ix;H-2--f y^D^ 
^>-?n a° y x- h £#fc 0 

'H-NMR (CDC 1 3 ) 6: 0.95 (d, J=6. 0Hz, 3H) 1.14 (d, J=6. 0Hz, 3H) 1.23 (t, J=6. 8Hz, 
3H) 2.87 (dd, J=8. 4, 13.6Hz, 1H) 2.94 (dd, J=4. 8, 13.6Hz, 1H) 3.50 (sept, 
J=6. 0Hz, 1H) 3.84 (s, 3H) 4.01 (dd, J=4. 8, 8. 4Hz, 1H) 4.05-4.20 (m, 2H) 4.61 
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(d, J=5. 6Hz, 2H) 6.74-6.84 (in, 1H) 6.79 (d, J=8. 4Hz, 1H) 7. 16 (dd, 1=2. 0, 8.4Hz, 

1H) 7.22 (d, J=2. OHz, 1H) 7.29 (dd, J=2. 0, 8. 4Hz, 1H) 7.39 (d. J=2. OHz, 1H) 
7.64 (d, J=8. OHz, 1H) 

mmm zm 



CI 0 




nmm u) tm&tzmwv, 3- (3- 1 [ (2, a-jz dd^>vwjw 75;] *=?m - 

4-* h^v7x^!/) -2— T V7°D^y7°UA°>i&#fco 
'H-NMR (CDCI3) 6 : 1. 02 (d, J=6. OHz, 3H) 1. 16 (d, J=6. OHz, 3H) 2. 91 (dd, J=7. 2, 14Hz. 
1H) 3. 04 (dd, J=4. 0, MHz, 1H) 3. 56 (sept, J=6. OHz, 1H) 3. 84 (s, 3H) 4. 09 (dd, 
J=4.4, 7.6Hz, 1H) 4.60 (d, J=6. OHz, 2H) 6.81 (d, J=8. 4Hz, 1H) 6. 83 On, 1H) 7.16 
(dd, J=2.4, 8.4Hz, 1H) 7. 23 (d, J=2. OHz, 1H) 7.29 (dd, J=2. 0, 8. 4Hz, 1H) 7.39 
(d, J=2. OHz, 1H) 7. 64 (d, J=8. 4Hz, 1H) 



■MM 31 i) 




3- (3- ( [ (2, A- ; JZ u n^>vV;W 75 A -4-* h^^7x-JW -2— f 

V7°D^>7*nA s >i 1. Og^X^y— ;i/5ml fcfcfrfcU lNTkM^ h U ^AtK 
?M2. 3ml £iQ*MffiTi£«R£@3rU 3-(3-([(U-y^on^>7VjH75/] 

'H-NMR (DMS0-d 6 ) (5 r 0. 79 (d, J=6. OHz, 3H) 0.97 (d, J=6. OHz, 3H) 2.51 (dd, J=9. 2, 
13.6Hz, 1H) 2.79 (dd, J=4. 0, 13.6Hz, 1H) 3.48 (sept, J=6. OHz, 1H) 3.63 (dd, 
J=3. 6, 8. 8Hz, 1H) 3. 75 (s, 3H) 4. 35 (d, J=6. OHz, 2H) 6. 82 (d, J=8. 4Hz, 1H) 
7. 07 (d, J=7. 6Hz, 1H) 7. 15 (s, 1H) 7. 48 (s, 2H) 7. 67 (s, 1H) 8. 87 (t, J=6. OHz, 1H) 
jjj 32 

mmm 32a) 
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jl^JV 3-[3-(75/^9MW-4-^ b^y7x^;H-2-fV7°n^v7°DA 

yi- ht 4-^ d n-2-7;i/tn^if i^ili i9d) tiwittCMiu x^;i/ 

3- (3- I [(4-7 n D-2-7Ma^>VV;H 75 7] -4-^ b^y7x ~M - 

2--fV7'n^v'7'o;Vi-h§#fc. 

'H-NMR(CDC1 3 ) 5: 0.95 (d, J=6. 0Hz, 3H) 1.13 (d. J=6. OHz, 3H) 1.22 (t, J=7. 2Hz, 
3H) 2. 86 (dd, J=8. 0, MHz, 1H) 2. 93 (dd, J=4. 8, MHz, 1H) 3. 49 (sept, J=6. OHz, 
1H) 3. 86 (s, 3H) 4. 00 (dd, J=5. 2, 8. OHz, 1H) 4. 05-4. 25 (m, 2H) 4. 62 (d, J=5. 6Hz, 
2H) 6. 80 (d, J=8. 4Hz, 1H) 7. 10-7. 20 (m, 2H) 7. 20 (d, J=2. OHz, 1H) 7. 23 (dd, J=2. 0, 
'8. 4Hz, 1H) 7. 2-7. 35 (m, 1H) 8. 06 (t, J=8. 4Hz, 1H) 



F 0 




MMM Id) tP^7jST3-(3-([(4-7PD-2-7;U^-P^>y-<JW 757] ^ 

5^H ^b+^i - m -2— r yyo^y^n /\° >n <H#fc „ 

'H-NMR(CDC1 3 ) <5 : 1.01 (d, J=6. OHz, 3H) 1.15 (d, J=6. OHz, 3H) 2.90 (dd, J=7. 6, 

14Hz, 1H) 3.04 (dd, J=4. 0, 14Hz. 1H) 3.55 (sept, J=6. OHz, 1H) 3.87 (s, 3H) 

4. 09 (dd, J=4. 0, 7. 6Hz, 1H) 4. 62 (d, J=5. 6Hz, 2H) 6. 82 (d, J=8. OHz, 1H) 

7.08-7.18 (m, 2H) 7.16-7.28 (m, 2H) 7.24-7.38 (m, 1H) 8.05 (t, J=8. 4Hz, 1H) 

mnm m) 



F Q 




h + y 7 1 - ;W -2-^ V 7°p # + y7°a /\° >f th'JyA^c. 
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'H-NMR (DMS0-d 6 ) 6 : 0. 77 (d, J=6. 4Hz, 3H) 0.95 (d, J=6. 0Hz, 3H) 2.53 (dd, 1=9.2, 
14Hz, 1H) 2. 79 (dd, J=3. 2, MHz, 1H) 3. 46 (sept, J=6. OHz, 1H) 3. 64 (dd, J=3. 6, 
9. 2Hz, 1H) 3.76 (s, 3H) 4.38 (t, J=5. 2Hz, 2H) 6.82 (d, J=8. 4Hz, 1H) 7.07 (d, 
1=8. 8Hz, 1H) 7. 10 (s, 1H) 7. 36 (d, J=8. 4Hz, 1H) 7. 53 (d, J=10Hz, 1H) 7. 67 (t, 
J=8Hz, 1H) 8. 76 (in, 1H) 
ffljM 33 

nmm 33a) 




;x-hi2-/ h+^-e-^^nf^^nii i9d) £H#&:#8n?#igu 

x^;i/ 2— r V^n^v-3- [4-* h^>-3- ({[(2-* h3^>-6-*3M!/-3-tf U v 5 

'H-NMR (CDC 1 3 ) 5: 0.95 (d, J=6. OHz, 3H) 1.12 (d, J=6. OHz, 3H) 1.21 (t, J=7. 2Hz, 
3H) 2. 47 (s, 3H) 2. 86 (dd, J=8. 4, MHz, 1H) 2. 93 (dd, J=5. 2, MHz, 1H) 3. 49 
(sept, J=6. OHz, 1H) 3. 89 (s, 3H) 4. 00 (dd, J=4. 8, 8. OHz, 1H) 4. 04 (s, 3H) 
4. 1-4. 2 On, 2H) 4. 62 (d, J=6. OHz, 2H) 6. 80 (d, J=8. 4Hz, 1H) 6. 86 (d, J=7. 6Hz, 
1H) 7. 14 (dd, J=2. 0, 8. OHz, 1H) 7. 20 (d, J=2. OHz, 1H) 8. 39 (d, J=7. 6Hz, 1H) 
8. 42 (m, 1H) 

mmm m) 

0 




Id) tTO&^fe^D 2--T V ^n^->-3- [4-* h^>-3- ( I [ (2-* h 

fee 

'H-NMR (CDC 1 3 ) 5: 1.03 (d, J=6. OHz, 3H) 1.14 (d, 1=6. 4Hz, 3H) 2.47 (s, 3H) 2.90 
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(dd, J=7. 2, 14Hz, 1H) 3. 04 (dd, J=4. 4, 14Hz, 1H) 3. 56 (sept, J=6. 4Hz, 1H) 3. 89 
(s. 3H) 4.06 (s, 3H) 4.0-4.15 Cm. 1H) 4.61 (d, 1=4. OHz, 2H) 6.81 (d, J=8. 4Hz, 
1H) 6.86 (d, J=7. 6Hz, 1H) 7.12 (dd, 1=2.0, 8. 4Hz/ 1H) 7.20 (d, J=2. 4Hz, 1H) 
8. 37 (d, J=7. 6Hz, 1H) 8. 48 Cm, 1H) 
gjj 34 




x^ 3- [3- (75 /*3\>M-4-* h*^:7xx;M -2— r yya^y^n^ 
J x- h £ 4-^7 □ n-2-7< h^^mW^MM 20d) ia»h*, MMM Id) fcPItt 
fcjfflSb, 3- (3- ( [ (4-^7 p n-2-* h^>^>VV;W 757] ^fJHHl-^ 

•H-NMR(CDC1 3 ) <5 : 1.02 (d, J=6. OHz, 3H) 1.14 (d, J=6. OHz, 3H) 2.90 (dd, 1=7. 6, 
14Hz, 1H) 3. 03 (dd, J=4. 4, 14Hz, 1H) 3. 56 (sept, J=6. OHz, 1H) 3. 88 (s, 3H) 
3.94 (s, 3H) 4.05-4.15 (m, 1H) 4.61 (dd, 1=2.0, 6.0Hz, 2H) 6.81 (d, J=8. 4Hz, 
1H) 6.95 (d, 1=2. OHz, 1H) 7.05 (dd, 1=2. 0, 8. 4Hz, 1H) 7.13 (dd, 1=2. 0, 8. 4Hz, 
1H) 7. 20 (d, 1=2. OHz, 1H) 8. 14 (d, J=8. 4Hz, 1H) 8. 28 (t, J=5. 6Hz, 1H) 

iii 35 
mmm 35d) 




yi-hi 2, 6-^^ h^->-n^>^^^»j 20d) \zm&, m&m\6) tmmz. 
mil, 3- [3- (l [(2, 6-^^ h^s/-3-t°u^;w*;i/#-;HT$y)y<^;w-4-7< 

h^y7x x ; W -2~f 77°D^y7°D A° >B6&»fc. 

'H-NMR(CDC1 3 ) 6 : 1.00 (d, J=6. 4Hz, 3H) 1.13 (d, J=6. 4Hz, 3H) 2.89 (dd, J=7. 6, 
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14Hz, 1H) 3.03 (dd, 1=4.4, 14Hz, 1H) 3.55 (sept, J=6. OHz, 1H) 3.88 (s, 3H) 
3. 95 (s, 3H) 4. 07 (s, 3H) 3. 8-4. 2 (in, 1H) 4. 60 (dd, J=l. 6, 6. OHz, 2H) 6. 41 
(d, J=8. 4Hz, 1H) 6.80 (d, J-8. 4Hz, 1H) 7.13 (dd, J=2. 0, 8. 4Hz, 1H) 7.21 (d, 
J=2. OHz, 1H) 8.32 (m, 1H) 8.41 (d, J=8. 4Hz, 1H) 

mmm 36 
mmm 36a) 



2-f V/u^^Wm. 98gStXh 'JX?JP75> 360ml ®fh7tFD77>' 
(41)}«£-25 c Cte?££PU 2, 2-^?;^n;v -Ol/ ^D'JH 92ml ^iTLfc 
^ S)Sftg£ 5 BtPfl-20 t CT s ^#bfeo »7jd£4bU^A 50g £ (4S) -4-^>^;i/- 
1, 3-^^f/D>-2^> 120g^ffi«A, ^iBTMfcl— M#Lfc^ 

x^;W , (4S) -4-^>>?;i/-3- (2--f V7P^y7-fe^;H -1, 3-^1f 7n >-2- 
3r> 106. 6g ^ifittttfetblife. 

'H-NMR (CDC 1 3 ) .6: 1. 17 (d, J=6. OHz, 6H) 2. 81 (dd, J=9. 5, 13. 4Hz, 1H) 

3. 35 (dd, J=3. 2, 13. 4Hz, 1H) 3. 74 (sept, J=6. OHz, 1H) ) 4. 24 (dd, J=3. 5, 9. 3Hz) 

4. 29 (t, J=9. 3Hz, 1H) 4. 65 (d, J=19. 5Hz, 1H) 4. 69 (m, 1H) 4. 70 (d, J=19. 5Hz, 1H) 
7. 22 (d, J=7. 2Hz, 2H) 7. 30-7. 45 (m, 3H) 

M»i 36b) 




o 
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(4S) -4-^>> ? ;i/-3- (2--f yyn^i/7tf;W -1, 3-^-^1f y o >-2-^-> 
127. 4g CD h;i/X> (41) ^&«^^fe^T-75 0 C{c7^SPL^:^ ^rtl^tKDmmz 
h > 28. Og ^Sn^-fec ^S^-70°C^@x.7 t j:V^^T^y5 L ;^n > 

h'J7 1/— h (1M y^nn^^ >?§M) 232ml £$TFbfc 0 iffiT^ 50 #ilM$b;fc&, 
ftfflS 0 < C^-eJL#$1±, JEfc 50#8i#U w-75rfc?££Pb£:o dcDSJ^fcr 
^J6lti-70 o C^Mbfc tevi-y^Jl N- (5-^5;i/-2-^ h=^>^>>>;w #;w\* 
^ - h CD^^7 □ n ^ ^ XI. 41) *—Jl/£ftlJS bTiBA, -75^-1? 30 

bfcit, ^ i i$ibi£jwci*3»* io ftmz. io'c-to o°c^TJh#$i±fc 0 (tct 75 

#*$b7*:^, ^^y-;H. 21K pH7 Ay 7 7 - (U h 'J 

x>gg) 0. 6051, fccfclfiaiMb** (30%zK?tM) 0. 2621 ©ii^fflg^Jra^fc. - acDS 
jftifc&'&fri^ zk9itc:&^\ ^nn^> n Tttfflbfec =fr«Ji£fl&f&*ifck 

41 bfc^ 2fcjg£&;b1*\ iix^JMl TftttfcJbfc. i"^T©«tJI£iEr 

;i/ N-(5-(lR, 2S)-3-[(4S)-4-^>i?;i/-2-^-^V-l, 3-^-^if >-3-f JM-l-fc 
F 77o^+y-3-t^v7n k a ;v-2-^ h^>^>^;M #;w\*;*- 

»H-NMR(CDCl 3 ) 6 : 1. 17 (d, 1=6. 2Hz, 3H) 1. 21 (d, J=6. 2Hz, 3H) 1. 43 (s, 9H) 

2. 75 (dd, J=9. 6, 13. 2Hz, 1H) 3. 02-3. 15 (br. s, 1H) 3. 24 (dd, J=3. 6, 13. 2Hz, 1H) 

3. 64-3. 73 (ra, 2H) 3. 83 (s, 3H) 4. 02 (d, 1=8. 2Hz, 1H) 4. 23 (dd, J=6. 2, 15. 6Hz, 1H) 

4. 31 (dd, 1=6. 4, 15. 6Hz, 1H) 4. 46 (m, 1H) 4. 78 (d, J=5. 6Hz, 1H) 4. 99 (m, 1H) 

5. 42 (d, J=5. 6Hz, 1H) 6. 83 (d, J=8. 3Hz, 1H) 7. 19 (d, J=7. 2Hz, 2H) 7. 26-7. 39 (m, 5H) 
Mj&M 36c) 
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mmm 31e) tnm\Z teit-7<?)V N- (5- (lR, 2S) -3- [ (4S) -4-^>vJl/-2-^-^y 
-1, 3-^ifl/^>-3--f;W-l-t h* <>-2-f V ^D#^*>-3-^y 
2-* h3ri^>S?;W #jW\*;*- h 8. 96g S«3cbfca, S^jSMfcKl 4Ni«PM:ii 
^l/ftift 50ml ^in^fc= »JK*i«jBETeSUfca, M^^V^nm-f 
;Ws=HJ- U ±fB*JKK:T^bs (4S) -3- (2S) -3- [3- (7 

sy^ -4-* h ^ 7 x ~ ;w -2— r v yn^i/ zfurw^ ;i/-4-^ 

1. 3-^ifV^>-2-^>^mm 7. 89g SifiH^tlT^fc. 
'H-NMR(CDC1 3 ) 5 : 1. 00 (d, J=6. 3Hz. 3H) 1. 14 (d, J=6. 3Hz, 3H) 2. 77-2. 85 (m, 2H) 

2. 94 (dd, J=3. 5, 11. 9Hz, 1H) 3. 28 (dd, J=l. 7, 12. 8Hz, IE) 3. 50 (sept, J=6. 3Hz, 1H) 

3. 82 (s, 3H) 4. 10-4. 19 Cm, 4H) 4. 64 Cm. 1H) 5. 28 (dd, J=3. 5, 7. 9Hz, 1H) 

6. 81 (d, J=8. 4Hz, 1H) 7. 20 (d, J=7. 0Hz, 2H) 7. 25-7. 34 (m, 5H) 8. 25 (br. s, 3H) 
mmi 36d) 




mmm m)tmm\z m -3- (2s) -3- [3- (75; -a-* h^y7irjn - 

2— r V 7° n jtf n v- 7° u n J <i ;i/-4-^ y 3-^1f V 7 >-2-* >m^it 

7. 66g £75 FftLfcf^ ft^^i^l^TT^x^jP 20ml t~?«U ^atctf 
SPL7Co V7°nH;Ux-^;i/60ml <f\^1t> 120ml #rffi&l£«S 
HxU Nl-(5-(2S)-3-[(4S)-4-^>> ? ;i/-2-^-^V-l, 3-^^ifV*^ >-3— f ;H -2 -f 
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'H-NMR(CDC1 3 ) 6 : 1. 04 (d, J=6. 2Hz, 3H) 1. 16 (d, J=6. 2Hz, 3H) 
2. 75 (dd, J=10. 1, 12. 6Hz, 1H) 2. 88 (dd, J=7. 9, 13. 9Hz, 1H) 

2. 93 (dd, J=4. 7, 13. 9Hz, 1H) 3. 32 (dd, J=3. 5, 12. 6Hz, 1H) 3. 52 (sept, J=6. 2Hz, 1H) 

3. 86 (s, 3H) 3. 98 (t, J=8. 5Hz, 1H) 4. 11 (dd, J=2. 6, 8. 5Hz, 1H) 4. 56 (m, 1H) 

4. 65 (d, 1=5. 9Hz, 2H) 5. 34 (dd, J=4. 7, 7. 9Hz, 1H) 6. 8 (d, J=8. 7Hz, 1H) 7. 20- 
7. 38 (m, 8H) 7. 56 (d, J=8. 7Hz, 1H) , 8. 34 (t, J=8. 7Hz, 1H) 

mmm 36e) 




(hU7;^D^^;W^;>-tf5 F 0. 89g*>SNl-(5-(2S)-3-[(4S)-4-^>^;W2- 
3-^1tV^ >-3— r;W-l-t Fo^y-Hvyo^y-3-^V7° 
n t°;W2-> h 3=- > 5?;M -2-7 M P-4- ( h U 7 )\>* u * J-)V) ^>X7 5 H 

1. 36g §&SfiH# £ Ltlfe. 

'H-NMR (CDC 1 3) <5 : 1. 15 (d, J=6. OHz, 3H) 1. 20 (d, J=3Hz, 3H) 

2. 67 (dd, J=9. 6, 13. 4Hz, 1H) 3. 05-3. 14 (br. s, 1H) 3. 25 (dd, J=3. 8, 13. 4Hz, 1H) 

3. 61 (t, J=8. 6Hz, 1H) 3. 67 (sept, J=6. OHz, 1H) 3. 86 (s, 3H) 3. 93 (dd, J=l. 7, 8. 6Hz, 1H) 

4. 44 (m, 1H) 4. 60 (dd, J=5. 2, 14. 1Hz, 1H) 4. 66 (dd, J=5. 2, 14. 1Hz) 

4. 79 (d, J=5. 8Hz, 1H) 5. 42 (d, 1=5. 8Hz, 1H) 6. 88 (d, J=8. 7Hz, 1H) 7. 19 (d, J=7. 1Hz, 2H) 
7. 27-7. 33 (m, 4H) 7. 36 (dd, J=0. 8. 11. 1Hz, 1H) 7. 39 (dd, J=2. 0, 8. OHz, 1H) 
7. 44 (d, J=7. 7Hz, 1H) 8. 03 (t, J=7. 7Hz, 1H) 

mmm 36 n 
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S£«J31e) tH«|{cNl-(5- (2S)-3-[(4S)-4-^>v ? ;l/-2-^V-l, 

'H-nrnr t^^TWJ 36d) Tl#fcfbl^£|WI-<7)Nl- (5- (2S) -3- [ (4S) -A-^>*J)\> 
-2-^V-l, 3-^-^lf >-3— (M -2— f y7 , P^y-3-t+V7 a P k°;i-2-^ 
h^5/^>> ? ;W-2-7;^n-4-(hU7;i/^-D^5 i ;W^>XT$ F l. 30g£3l-fe 

HMM 36g) 




37c) iinmic Nl- (5- (2S) -3- [ (4S) -4-^>z?)l-2-3r3-v-l, 3-^-^-tfV^ 
>-3— TJW-2— r yyp^^r>--3-^vyntf;V-2-^ b*r5'<*>*?)l)-2-y)V* 
P-4-(bU 7)VJru*^)V)^>XT^ H 6. 46gJ&>6> tlcMO^: 'H-nmr fc&^TH 
W<I 6a) X-nt^b'&mtm-V (2S) -3- [3- ( [l-7)V*u-A- (V^? )V*u*^)V) 
^ > W ; W 7 5 J * -A- * h * i„ y x - ;M -2— f y y° P tf* l/? P >m 
4. 81g Zm&>mmt LTf#fc„ HPLC ftffi\z&Z>Mm : 97. 7SS> : 96. 8%e. e. 

(OD^J^A;^ 0. 5ml/rain;2-y°P/W-;P:^.^>: h U y;i/P«-700:300: 1) e 

m&m 37 

Mm* 37a) 
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CI 



2-y< h^y^>yjl/75> 50mL :fe«krAf U *?> 123mL CD N, N-y^fMM7 
5 F (400mL) 5-10°C fCT 2, 4->^ DO^>^M P U H 45mL * 1. 5 P#Fb1 

>*:-i5&7kmm&&z£ in *at^^- h u *y&7mmzTmR.Lt^ mmm& in 7k 

1Mb:*- h U ">AtK»«, IN i£l£ (*2) , &ftifcfb7>^x?AzKig&c (-2) , 35«ktfa& 
7°u (300mL) & «fc^x^;kx— T)V (500mL) L-> mm^&m 

^x^;i/x-^;vfcT^b, ni-(2-^ h^-^>$?;w -2,4-s?^ dp ^>x 

75 b* 81. lg MfiH^ibTifc. 

'H-NMR(CDC1 3 ) (5 : 3.87 (s, 3H) 4.64 (d, J=6. 0Hz, 2H) 6.82 (br, IB) 6.89 (d, 
J=8. 4Hz, 1H) 6. 92-6. 98 (ra, 1H) 7. 26-7. 32 (m, 2H) 7. 35 (dd, J=2. 4, 7. 6Hz, 1H) 
7. 40 (d, J=2. 4Hz, 1H) 7. 65 (d, 1=8. 4 Hz, 1H) 
37b) 



Nl-(2-p< h^>^>^;W-2, 4-y^PU^>X75 H 10. Og © b U y*;i^Pltm 
(200mL)^^^\^^^l/>^ h^5>9. 04g£3J[Ix., 50°C \ZT 23 fl#P«gj«#U7c 0 
SJ^flSSr^ia^T^bfe^ libfco g§££«{CT«lU IN TK^b^ h U 
#A*J£$fcfc:T pH=l 1-12 {ZIPS bfeo C©fe©$^mx^;MCTtttbUfco HTttt 

fcf, tofcfflEK^bU tfAfcrOSflk ->U^^;H00g^®bMbfeo 

Nl-(5-*JUS;i/-2-^ b3rS"*>5?;W -2, 4-y^DO^>X75 H 7. 15g£M-fe@ " 



C! 0 
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'H-NMR (CDC I3) <5 : 3.97 (s. 3H) 4.68 (d, J=6. OHz, 2H) 6.81 (br. 1H) 7.01 (d, 
J=8. 4Hz, 1H) 7.31 (dd, J=2. 0, 8.4Hz, 1H) 7.41 (d, J=2. OHz, 1H) 7.68 (d, J=8. 4Hz, 
1H) 7.85 (dd, J=2.0, 8. 4Hz, 1H) 7.90 (d, J=2. OHz, 1H) 9.88 (s, 1H) 




Wtm 36b) tmmz (4S) -4-^>5>JW3-(2— f V^ntf^T'-fe^W-l. Z-tt 
*?\/u>-2-*> 125. Og t Nl-(5-tfr;i/iS;i/-2-* f^S"S>5?;W-2,4-5?£nn^ 
>X75 H 101. 9gj&>& Nl-(5-(2S)-3-[(4S)-4-^>> ? ;i/-2-^^y-l, 

>v ? ;W-2, 4-^Dn^>X7'$ F 167. Og ^IWtLtUfc. 
•H-NMR (CDC 1 3 ) (5 : 1. 15 (d, J=6. 2Hz, 3H) 1. 20 (d, J=6. 2Hz, 3H) 

2. 71 (dd, J=9. 5, 14. 1Hz, 1H) 3. 06-3. 15 (br. s, 1H) 3. 25 (dd, J=3. 2, 14. 1Hz, 1H) 

3. 68 (sept, J=6. 2Hz, 1H) 3. 69 (dd, J=7. 8, 8. 5Hz, 1H) 3. 84 (s, 3H) 

3. 97 (dd, J=2. 1, 8. 5Hz, 1H) 4. 44 (m. 1H) 4. 58 (dd, J=5. 3, 13. 9Hz, H) 

4. 63 (dd, 1=5. 3, 13. 9Hz, 1H) 4. 79 (d, J=5. 6H2, 1H) 5. 40 (d, J=5. 6Hz, 1H) 

6. 73 (t, J=5. 3Hz, 1H) 6. 85 (d, J=8. 2Hz, 1H) 7. 16 (d, J=7. OHz, 2H) 7. 25-7. 34 (m, 5H) 

7. 37 (dd, J=l. 9, 8. 2Hz, 1H) 7. 40 (d, J=l. 9Hz, 1H) 7. 58 (d, J=8. 2Hz, 1H) 
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>-3— fJH-l-t Fn^ix-2--ry7 0 n^^i/-3-^-^ry^°nti;i-2-^ F=^>^> 
yJH-U-v^nn^>X7S F I67g ^6&£/&#J<H#, ^ti^MT-e»ii 
^ 550ml £?gj§fU ^(C^^itfcm, vH'yynfc^I/X— 550ml 
it> 800ml ^Jii^{Cinx., M^Mb, Nl-(5-(2S)-3-[(4S)-4-^>> ? ;i'-2-^- 
^y-1, 3-^-^ifv^>-3-f JH-2-- rvyn^^->-3-^-^yy°Ph°;!/-2-^ 

^>^>> ? ;i/)-2 > 4-y^nn^>X7S F 119. 7g bT#fc 0 
'H-NMR(CDC1 3 ) 5 : 1. 04 (d, J=6. 2Hz, 3H) 1. 17 (d, J=6. 2Hz, 1H) 

2. 96 (dd, J=9. 1, 13. 3Hz, 1H) 2. 89 (dd, J=7. 8, 13. 2Hz, 1H) 2. 94 (dd, J=5. 3, 13. 2Hz, 1H) 

3. 30 (dd, J=3. 1, 13. 3Hz, 1H) 3. 53 (sept, J=6. 2Hz, 1H) 3. 84 (s, 3H) 

4. 02 (t, J=S. 4Hz, 1H) 4. 11 (dd, J=l. 6, 8. 4Hz, 1H) 4. 57 (m, 1H) 

4. 59 (dd, J=6. 2, 14. 3Hz, 1H) 4. 63 (dd, J=6. 2, 14. 3Hz, 1H) 5. 34 (dd, J=5. 3, 7. 8Hz, 1H) 

6. 75 (t, J-6. 2Hz, 1H) 6. 80 (d, 1=8. 2Hz, 1H) 7. 19 (d, J=8. 3Hz, 2H) 7. 22-7. 33 (m, 6H) 

7. 40 (d, J=2. 8Hz, 1H) 7. 63 (d, J=10. 3Hz, 1H) 

mmm 37e) 



CI O Q 




Nl- (5- (2S) -3- [ (4S) -4-^>i?;i^-2-^-^y-l, V? >-3--f ;H -2— f V 

yp^->-3-t^V^n tf;i/-2-^ F*>"05?JM-2, 4-y^nn^>X7S F 
124. 9g©7=-h^h FD77>(1. 61) ^tzK 400ml £i07b -10 < CfCi$£Pbfc^, 
30%ii^b7K*zK 184ml <h*^kU 20. 3g (150ml) ^^IHI»^, 4°C 

T? 24 SfFWLfce W-lO'C^^bfe^ 2M F U ^ AtK^M 1. 51 £ 

JPA> 5NiS^7?pH & 2-3 (C1»L, 1. 51 T»£Bb7h 0 Witjf^Tkgft 

i7^y>7A«U, ^£ £ MEETS* bfc 0 IN 7km4b± F U ^Alc 

7jcj» ; &> ? x^;i/x-^;i/-> ? ^an^^>(D4:l 11 T4®»ffib 

(4S) -4-^>v;W3- (2--T y y'n^^T^M -1, 3-tWo>2-t 
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>33. 7g£@JKbfc„ 7jcjf£ 5N«TpH £ 2-3 tif»U, 5^nn*^>l. 51 
£ 0. 51 -C&ffibfc. **S»£<&:bti\ «6**Htv^^^^AT«jftUfc«, 
Sr^JEETSScU tic fttf fc: 'H-nmr IdfcVsTfiiSfcl 31b) -Vftltiktrmtm—V 
(2S) -3- [3- ( [2, fy^nnt>^JH 75;^^W-4-^ h^y7x-JW-2--f 
V7ntf*Fi/7nn>mM.7g&&fto EPLCftffiiz£&Mm: 98.6% (ODtj^A; 
MO. 5ml/min;2-:/o/V— h U 7;i/n^m=700:300: 1) . £©<ft^ 

#> * u # 5A^DTh^7^- (ixffis (*hi*«e^^u- >-mm^ 

M bfcm.MX^;!/ 410ml t^\y^>410ml fr&fflgilflrrs d tl: ioTHPLC 
#*Tfc«k*«ft : 99. 8%, ft##fi£ : 99. 7Xe. e. ©Mfeglf* 61. 6g £#fc 0 
38 

MBfiJ 38a) 



tert-^;VN-(5-^;i/5;i/-2-^ h^r^>5?;W*JW1^— h 2. 75g&££/(b 
U 7x-JV*X*7^iJ ^» 7th7^Tt H 4. 73g © h;Vx> (50mL) MM%i& 

lb) i^CD^TX^P 5- (3- I [ (tert-^h^F^*;P3i?x;P) 757] *3\>H -4- 

'H-NMR (CDC lj) 5: 1.13 (d, 1=6. 0Hz, 3H) 1.19 (d, 1=6. 0Hz, 3H) 1.27 (t, 1=7. 2Hz, 
3H) 1.44 (s. 9H) 1.50-1.80 (m, 4H) 2.55 (t, 1=7. 2Hz, 2H) 3.57 (sept, 1=6. 0Hz, 
1H) 3.81 (s, 3H) 3.88 (dd, J =4. 8, 7. 6Hz, 1H) 4.19 (q, J=7. 2Hz, 2H) 4.27 (d, 
J=5. 6Hz, 2H) 5. 01 (br, 1H) 6. 76 (d, J=8. 0Hz, 1H) 7. 00-7. 08 (m, 2H) 




MM 38b) 
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r 



JW^V^^y^^yx-h 50mg(C4NHCl/> ? ^1f>2iiiL ^JBA, 

2mL £?§8¥U lmL \z 2, 12mg, y7;*X*>fyX 

-)V 0. 4mL fc«#U 5N TKK-fb^- h U 0. lmL £Jnx, tfitT 1 B^naSfc 

HPLC KLTf&SlU 5- (3 ([(2, 4-v?# nn^>vW JW *3^H-4-* h=^>:7 

rcXJl/) -2-<V7'D^y^>^>gfe 5. 02mg 
MS m/e (ESI) 468 (MH + ) 
gjj 39 



2--T y7°n^^y-5- [4-p* h ^r'>-3- ( I [ (4-^?JH-7x-;i^l, 3-^7V— 
-5-f;W^;U^-;W 75yUf;H 7xxJH^>^>tttx5 1 Jl' 5- (3-([(tert- 
y h^5/*;Uj^-;W 757] pWI/M-* h^i/^ai -2— f yyn^y^ 

MS m/e (ESI) 497 (MH + ) 

mmm 40 

®ifi#!i 40a) 
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COOEt 



r 



m<Dj5m~e, jl^jv 2— r (4-tr u s>;w yo;vi- h 4. 88g 

^-NMRWlj) 5: 0.93 (d, J=6. 0Hz, 3H) 1.15 (d, J=6. 0Hz, 3H) 1.26 (t, J=7. 2Hz, 
3H) 2.92 (dd, J=8. 8, 13. 6Hz, 1H) 3.00 (dd, J -4. 4, 13. 6Hz, 1H) 3.52 (sept, 
J=6. 0Hz, 1H) 4.06 (dd, J=4.4, 8.8Hz, 1H) 4.15-4.24 On. 2H) 7.19 (dd, J=l. 6, 
4.4Hz, 2H) 8.51 (dd, J=l. 6, 4. 4Hz, 2H) 

mmm 4ow 



> (50mL) Siftfc PDlglSi 6. Og ^iQA, MfcT 1. 5 P#KWbfe 0 H 

3HIffltHbfco ^^fc^S^TK^m^-h'J^AtT^bfe^ iftSgU 4- 
(3-x h ^ ~>-2-^ V 7" n ->-3-^ V 7° P b°;W - l-tfUv^^i^l/— b ©ffl. 
£j« 6. 40g bTflfco 

'H-NMR(CDC1 3 ) <5: 0.96 (d, J=6. 0Hz, 3H) 1.16 (d, J=6. 0Hz, 3H) 1.27 (t, J=7. 2Hz, 
3H) 2. 93 (dd, J=8. 8, 14. 0Hz, 1H) 3. 00 (dd, J=4. 0, 14. 0Hz, 1H) 3. 55 (sept, 
J=6. 0Hz, 1H) 4.03 (dd. J=4. 0, 8. 8Hz. 1H) 4.16-4.25 (m, 2H) 7.20-7.25 On, 2H) 
8. 16-8. 21 (m. 2H) 
40c) 




COOEt 
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©ia£j&4£j 6. 40g 43 h U ^^;U-> U ;i^>7 - F 3. 3mL (Di?? u u * $ > (60mL) 

mm\zz/*?-)vii)vn^)vt7 p u f 2. 3mL ^ 40 frmfrttxmi : vf£&, n. 5 Ptp^ 

ft#bfcc MJS«Sfc 10%^®^ >J ^Azkig^JnA, ^MfcT30#|ffl«j$bfco m 

mm* wmm-r h u # a t- fc. i$^y'j*^7 7r>^7A 

^n-7h^77^f -CTilU, x^;V 3- (2->7 7 -4-fc: U z?M -2~f V7'n^ 
y7°n/Vx- h 3. 87g &mn&ttlWfo£ bxf#fc 0 

'H-NMR(CDC1 3 ) 5: 0.94 (d. J=6. OHz, 3H) 1.17 (d, J=6. OHz, 3H) 1.28 (t, J=7. 2Hz, 
3H) 2.99 (dd, J=8. 8, 14. 0Hz, 1H) 3.06 (dd, J=4. 0, 14. 0Hz, 1H) 3.56 (sept, 
J=6. 0Hz, 1H) 4.06 (dd, J=4. 0, 8. 8Hz, 1H) 4.17-4.26 (m, 2H) 7.43 (dd, J=l. 6, 
5. 0Hz, 1H) 7. 63 (dd, J=0. 8, 1. 6Hz, 1H) 8. 61 (dd, J=0. 8, 5. OHz, 2H) 

mmm 40d) 



3- (2->7V-4-h°U 5>;W-2~f V 7 P#^y7D/Vx- b 1. Og 

^J]/&£Zfb)l^>\ZT^fflV, X^;P 3- [2- (75/^^) -4-tf'J s>;n -2— r v 

'H-NMR (DMSO-dg) (5 : 0. 90 (d, J=6. OHz, 3H) 1. 07 (d, J=6. OHz, 3H) 1. 19 (t, J=7. 2Hz, 
3H) 2. 96 (dd, J=8. 8, 14. OHz, 1H) 3. 08 (dd, J=4. 4, 8. 8Hz, 1H) 3. 55 (sept, J=6. OHz, 
1H) 4.13 (q, J=7. 2Hz, 2H) 4.25 (br, 2H) 4.31 (dd, J =4. 4, 8. 8Hz, 1H) 7.52 (d, 
J=5. 2Hz, 1H) 7. 97 (s, 1H) 8. 63 (d, J=5. 2Hz, 1H) 8. 66-8. 83 (m, 3H) 

mmm 40e) 
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3- (2- ( [ (2, 4-^no^>yVJl/)7$;]^ 5P;H -4- k° U *?M -2~i VfuOfr 
^ry^n/l >W. h U 7JVtuMHxfjV 3- [2- (75 -/ *^)V> -4-tf U - 
2-^V7°D^y7'n/Vx-h 19d)&=fcO«fiM 19e) t 

'H-NMRlCDCls) 5: 1.07 (d, J=6. 0Hz, 3H) 1.17 (d, J=6. OHz, 3H) 3.27 (d, J=5. 6Hz, 
2H) 3.69 (sept, J=6. OHz, 1H) 4.30 (t, J=5. 6Hz, 1H) 4.80-4.91 (m, 2H) 7.27 (dd, 
J=2. 0, 7. 8Hz, 1H) 7. 39 (d, J=2. OHz, 1H) 7. 48 (d, J=7. 8Hz, IB) 7. 68 (dd, J=l. 6, 
6. OHz, IB) 7. 93 (d, J=l. 6Hz, 1H) 8. 56 (d, J=6. OHz, 1H) 8. 60 (t, J=6. OHz, 1H) 
MS m/e. (ESI) 440 (MH + ) 



CF3C00H 

2— f V7°P^ ->-3- [2- ( [ [ (4-^ f;h2-7xXJhl, 3-5^ 7" V-;i/-5— f ;W # 

3- [2- (7^;^ 5=-;w -4-tf u s?;n -2— r yyo^yyo/vi- V i&m±&£ffi 

V\ «M 19d)#J:tf*i6fll 19e) i|Wj#0D7jSTl#feo 

'H-NMR(CDC1 3 ) 5: 1.07 (d, J=6. OHz, 3H) 1.19 (d, J =6. OHz; 3H) 2.72 (s, 3H) 3.28 
(d, J=6. OHz, 2H) 3.71 (sept, J=6. OHz, 1H) 4.31 (t, J=5. 6Hz, 1H) 4.84 (dd, 
J=2. 8, 5. 6Hz, 2H) 7. 41-7. 49 On, 3H) 7. 68 (dd, J=2. 0, 6. OHz, 1H) 7. 88-7. 93 fa, 
2H) 7. 94 (d, J=l. 2Hz, 1H) 8. 57 (d, J=6. OHz, 1H) 8. 74 (t, J=6. OHz, 1H) 
MS m/e (ESI). 411 (MH + ) 

mmm 42 



3- (2- 1 [ [2-£? u P-4-' f V ^ )H75y]^ 5=-;H -4-tf U 5?;W - 

2-^y7n^y7°n^>i h U :7;i/tf-nffsBfcifiW:x3\n/ 3-[2-(7S J *3\7M- 



MMA1 
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4-fcfU yJM-2-fV7°D^y7°n;vx-h MMmzm^\ 19d) 

19e) i|il#©77^T#feo 
MS m/e (ESI) 435 (MH + ) 

mmm 43 



3- (2- 1 [ (2-2 P n-4-7°n^^r->^>vV;W 75 y] pWH -4-tf U 5>;M -2— f 
y 7°p*^->7°n/\°>M h U y^ngw^tex^p 3-[2-(75 y y^;W-4-tf 
U yiW V 7°o^^rv 7'n/V x- h Ml^ffl^, IWJ 19d) *J:r^lJfi 
M 19e) £ra#©7jm?#fco 
MS m/e (ESI) 435 (MH + ) 
gjj 44 



3- [2- (|[2-^PD-f(y7n^ >^)V3r* ~» ^ > vV ^)V) -4- h° 

•J -2-f vyp#^~>yn/\°>m h u ^a-nimififcix^ 3- [2- (75 y 

19d) &&UmMM 19e) ifs|«©7j^"et#7to 
MS m/e (ESI) 461 (MH + ) 
gjj 45 



X3\JP 3- [2- ( I [2-7)U3ru-4- (h>J7Ma^ 3\>M ^ > W ; W 7 5 y 1 y ^ 
M -A- h° U V7°n^y7"P A° >M h'J7 )V* □ Wttxfjl/ 3- 

[2- (75 y y -4-tf u s?;n -2--f v 7n^y7o;vx- h Jftg&*fi£jB ^ 
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mmm m&&ztmti&i i9e) ^ic^STifc, 



MS m/e (ESI) 429 (MH + ) 



46 




r 



CF3C0OH 

2— T V7°P#^->-3- (2- [ ( { [4-^^;i/-2- (4^?;P7i-JV) -1, 3-^t % /-;p- 

5--r ;w * js;)^ -4- t? u s?;n y cm ym h u □ smss 

3- [2- (75 S*5-M -4-tf U 5>;H -2—1' V^n^^n/Vl- h 
B6*££JBV^ 19d)*«fc^*JfiW 19e) tmm(D-jjik'V%fco 

MS m/e (ESI) 454 (MH + ) 

mmm 47 



3- 12- [ ( I [2- (3-^ p p-4-7Wn7x-JW -4-^;i/-l, 3-?7^/- ;W5~f 
;W TS.J) -4-HU >?;w -2~f vyn^^yn/^t h U 

77;i/^-nM^«x^;i/ 3- [2- (75 / ^5=-;w -4-tf u >*;H -2~f V 7° D7f^>y 
D/Vi-h iftH&fiSJSV^ Hfl&fll 19d) *5=kD^tM 19e) £l^©#&"T?#fc 0 
MS m/e (ESI) 492 (MH + ) 



3- 12- [ ( ( [2- {4-9 a a 7 ^~)V) 3-f7V-JW5-< M 

75/) *^Jl/]-4-t!U z?M-2-' T V^O#dF->ynn>m h U ^l/^OM 
3- [2- (75/^^iH -4-tT U 5A>M -2— r V7°D^y7°D/Vx- h 
^m^^fflV^ 19d) :fe«ktf£fc&S0!l 19e) iPH$©>&&-C#;fc. 




CF3C00H 



MM 48 




CF3C00H 
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MS m/e (ESI) 474 (MH + ) 



MM 49 




CF3C00H 

3- 12- [ ( ( [2- (2-p a D7x^JW -4-^ S-^/V-JV-S-f M 77;Vfc 

JH7S;) -4-t!U ^;H-2-r yT/n^^nro^ h u y^nitM 
mtx.7-)V 3- [2- (75 / -4-bf U -2— f y7°n^->7'n/Vi- h 

Mit^js^ n»j i9d)^j:^»!i i9e) tmm^m^r^o 

MS m/e (ESI) 474 (MH + ) 

iii so 



3- 12- [ ( I [2- (2, 4-i^ any rc~;M -4->. 5=-;i/-l, 3-7-7'/-JWH ;H ^Vtf 
— ;H 757) 7WW-4-tfU^;M-2-^yy°n#^yn/\'>M h'J7Mni 
m^ttx^;!/ 3- [2- (75 7^fJW -4-fcf U -2— f V7*n^^n^;i- 

h wmm.&m^ mm m)&&tfmmm i9e) t^cD^STiifc. 

MS m/e (ESI) 508 (MH + ) 



2-< V^o#^s/-3- 12- [ ( I [2- (4-^ h^i/7x^;W -4-*3\UM. 3-?7V*- 
;v-5— f ;H #;i^-;H 757) ^;W-4-h° U >*;H :/n/l>R h U 7MdS 
m^ttx^-;!/ 3- [2-(7S7^?;H -4-tTU >>;H -2— T V7*n^^n;vi- 

MS m/e (ESI) 470 (MH + ) 




0 
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iii 52 




r 



CF3C0OH 

2— f V7°o^=^v-3- (2- [ ( ( [4-^JW2- (2-^^;l/y x-JW -1, 3-f7V-JW 

tex=p;v 3- [2- (75// -4- tf u -2-f yyp^->^D ;\° 

m^^ffiVi> H»!l 19d) #><Z:ZfmMM 19e) tratt0^g?#&, 
MS m/e (ESI) 454 (MH + ) 

mmm 53 



CF3C00H 1 

2— T vyn^S/-3-|2-t(l [4-j*^;i/-2- (2-^xx;M-l, 3-5=-7V-;HH' 
^JW 3- [2- (7^; -4-tf U -2— f V/D^y7'n/Vx- h 

sjbv^ mmm m)&£tfnmm i9e) ti^«©^T?»fc. 

MS m/e (ESI) 446 (MH + ) 
Hi 54 



-3- [4-* h+->-3- ( [ (E) -3-7i-;h2-^n^/-<;H 75 y ^?;M 7i-JH 7° 
MS m/e (ESI) 398 (MH + ) 
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v 



mffiMM trnm^m-C, 2-^V7°a^^->3-[4-^ h3^>-3-( [(E) -2-^3^ 
-3- y ^ - )V-2- 7°n^y^JW757^?JW7x-JHyD t° 3" >&£#fc- 
'H-NMR(CDC1 3 ) <5 : 1.07 (d, J=6. 0Hz, 3H) 1.17 (d. J=6. OHz, 3H) 2.09 (d, J=l. 2Hz, 
3H) 2. 92 (dd, J=7. 2, 13. 6Hz, 1H) 3. 07 (dd, J=4 4, 14. 0 Hz, 1H) 3. 60 (sept, 
J=6. 0Hz, 1H) 3.87 (s, 3H) 4.12 (dd, J =4. 4, 7. 2Hz, 1H) 4.54 (d, J=5. 6Hz, 2H) 
6.46 (br, 1H) 6.82 (d, J=8. 4Hz, 1H) 7. 15 (dd, J=2. 0, 8.4 Hz, 1H) 7.22 (d, J=2. 4Hz, 
1H) 7. 26-7. 39 (m, 6H) 
MS m/e (ESI) 412 W) 



mmm u tmm^m-c, 2-rv^n#^->-3-[4-^ h^>-3-u(E)-3-(2-^ 

'H-NMR (CDC1 3 ) 5 : 1.07 (d, J=6. 0Hz, 3H) 1.17 (d, J=6. 0Hz, 3H) 2.92 (dd, J=7. 2, 
13.6Hz, 1H) 3.05 (dd, J =4. 4, 14. 0 Hz, 1H) 3.57 (sept, J=6. OHz, 1H) 3.86 (s, 
3H) 4. 11 (t, J=4 4Hz, 1H) 4.54 (d, J=5. 6Hz, 2H) 6.22 (br, 1H) 6.40 (d, J=16. OHz, 
1H) 6.81 (d, J=8. 4Hz, 1H) 7.14 (d, J=8. OHz, 1H) 7.21-7.27 (m, 2H) 7.40 (d, 
J=2. 0, 7.6 Hz, 1H) 7.56 (d, J=7. 6Hz, 1H) 7.97 (d, J=16. OHz, 1H) 
MS m/e (ESI) 432 (MH + ) 



■MM 54 izmm^m-C, HV7°n^y-3-[4-^ h=^>-3- ([(E) -3- 



mmm 56 
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MS m/e (ESI) 432 (MH + ) 
Hffi^l 58 




54 £mU<Z>Jj&T\ 2-f V7°n#^>-3-[4-y h^->-3- ([(E) -3- (4-^ 
DD7x-jH-7°n^y<jH 7S7^?M 7i-JV] 7nt^>ir#fe. 
MS m/e (ESI) 432 (MH + ) 
^MM 59 




mtfoM 54 £ l^©7j$rC\ 2-f V y°n^^r^-3- [4-y b4^>-3- ( [ (E) -3- (3, 4- 
MS m/e (ESI) 466 (MH + ) 

mmm 60 



60a) 




C0 2 Et 



^X^;i/^X / 600mg £ 3- [3- (75/^ -4-^ 77x ~ ;W -2- 
lOmlfcig&U v7 7 y*X*;>m^X^;i'470Ml, h U > 1. 07ml £Jii 

S5febfco 3-[3-([2-(vlb^y7t77tUJH 7tf;H75y /7;H-4-^ h 
^y7iZJH-2-^y7o^y7ot:t>ll7M7T;i/ 1. 387g 
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'H-NMR (CDCI3) 6 :0. 97 (d, J=6. OHz, 3H) 1.15 (d, J=6. OHz, 3H) 1.23-1.30 (m, 9H) 
2.84 (d, J=20. 4Hz, 2H) 2.85-2.94 (m, 2H) 3.48 (sept, J=6. OHz, 1H) 3. 84 (s, 
3H) 4.00 (dd, J=4. 8, 8. 4Hz, 1H) 4.03-4.21 (m, 6H) 4.43 (d, J=6. OHz, 2H) 6.77 
(d, 1=8. OHz, 1H) 7. 12-7. 15 (m, 2H) 

mnm 60 w 




3- [3- ([2- (i>lh^y7t77*'JJH T±.^M 75y^fiW-4-^ V*z/7 
i^JH V 7°o*^y 7°n k°t >txf jUXf^ 15mg Sfh7tFo77 

> 0. 4mi izmmv^mitv^^mswg &hqz..&m.izt ojstrwLfcj-th 

•J7MD^f;H<>X7;VTt H lOmgON.N-^^^V^AT^ F (0. lml) m 

m&imtto sini? 1 mmnn&> *$;—)v o. 5mi, w-*mtt,j- h u <>a o. imi 
&ms£.Wkmisfr 0 klt«»u 2-^vyn^^-3-4-;*b^>-3- 

[((E) -3-[4-(hU 7JI/tn^^jM 7x-JI/]-2-7'n^7<;i,75 7) ~? ^ 

-JV7°D t°^->m 9. 26rag £#fc 0 
MS m/e (ESI) 466 (MH*) 
61 




mmM 60 £l^§c7)7j?irr\ MV^n^^-W-/ ( [ (E) -3- (2, 3- 

MS m/e (ESI) 466 (MH + ) 
mmM 62 



15 8 
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m»!j6o tmmo^m-v, 2— 1-^^-3- [((E) -3- [2- 7 ;v 

MS m/e (ESI) 484 (MH + ) 
^MM 63 




JH»!] 60 2-fV^D^->3-[4-^ h3rv-3-([(E)-3-(2, 4- 

MS m/e (ESI) 466 (MH + ) 

mmm 64 




<hIW!#cD7j^-r\ K7 7°D^y-3-[4-^ h 5^-3- ( [ (E) -3- {A-~f 
n t-2-7 JPt □ 7 x - Jh2-7°c ^ 7 ^ JW 757 /7JH7xzjM 7°nh:jr>m 

MS m/e (ESI) 494 (MH + ) 

nmw 65 




H»!l60 tlU^^Tj^T, 2-^V7°n^y-3-[4-7 b ^5>-3- ( [ (E) -3- (2, 5- 

15 9 



WO 02/080899 
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MS m/e (ESI) 466 (MH + ) 



mm 66 




nmm 60 hmm^m-v, i-< w-^ h+s/-3- ( [(e) -3- (1-^- 

MS m/e (ESI) 448 (MH + ) 
H»J 67 
M»i 67a) 



2-^X5^1/^7; *y y°a \Z3r>m 643mg £ 3- [3- (75y^fJW -4-* h^>;7:c 
x;|/]-2-< V7 0 n#^^7 0 tf^->mx^xX7";i/973mg^N, N-y^?MM7 
5 F 10ml \Z^Mls, J^7s^ym-J^)VAim, V Ux^Jl/7 5> 1. 07ml 
^JH^iP^fco S^fcT««#b, R^^^^mx^;i/T#iRL, «IJi£: 

MM5febfco 3-[3-([2-(yXh^y7t/;7^ 1 JJW7 0 n/V^JH 75//f 
;W-4-p< h^5>7^x;W-2— rv7o^y7D^>ix?Jl/XXrJP 1. 310g 

'H-NMR(CDC1 3 ) <5 :0. 97 (d, 1=6. 0Hz, 3H) 1.15 (d, J=6. 0Hz, 3H) 1.24-1.29 (m, 9H) 
1.40 (dd, 1=7.2, 17.6Hz, 3H) 2.79-2.94 (m, 3H) 3.50 (sept, 1=6. 0Hz, 1H) 3.84 
(s, 3H) 3.98-4.2 On, 7H) 4.43 (d. J=4. 8Hz, 2H) 6.77 (d, 1=8. 4Hz, 1H) 7.12 (d, 
J=8. 4Hz, 1H) 7. 16 (s, 1H) 




mm 67b) 



16 0 



WO 02/080899 PCT/JP02/03006 




IIM 60 tmM<Djjmi:\ 3-13- ([® -3- uuy -2-*^Jl--7 a u^ 
MS m/e (ESI) 446 (MH + ) 

mmm 68 




H5SM60 tiiCD^gT, 3- [3- ( [(E) -3- (2-^f;V7x=;W -2-^5 1 ;h7 , P^ 

y -r ; w r s y y -4 y h * v 7 ^ -2— r v 7 □ ^ * ^ 7° u >m <h# 

MS m/e (ESI) 426 (Mffl 




HJE09 6O tiiO^ST, 3- [3- ( [ (E) -3- (4-^ □ D 7 x ~JW t2-^?;1'-7'0^ 
y -f ;H T 5 y y -4/h+->7 :n -;H -2-f y7D^y7n tf ^ >m£# 

MS m/e (ESI) 446 (MH + ) 




60 ti^ic^ST, 2-< y^°p#^->-3-4-y h^>-3-[((E)-2-y^;u 

161 
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-3-[4-(h U y)V-tu^M 7i-JM-2-yn^y^;n5y) *?-M 7x-;i/ 
MS m/e (ESI) 480 (MH + ) 




MMM 60 3- [3- ( [ (E) -3- (2, p p y x^JW -2-^5^;!/- 7° 

P^;-f JW 75; yfJW-4 / h+y7x-jW -2— T V y n 7°Dk°t >m 

MS m/e (ESI) 480 (MH + ) 




mMmm tnm<Dl5&7:\ 3-3- [( (E)-3- [2-7MD-3- ( h U 7Mny f ;w 
y ^-M-l-*^)V-2-y°U^J ^ )VT 5. J) ;*5P;W-4-* h^i/7xz;H- f V 
7n^-77n b°^>m^f#fco 
MS m/e (ESI) 498 (MH*) 
mMW 73 




HSSM60 iimm<D^mTI\ Z-[3-{[m-3-(3-7)V*u-2-*3 L Jl>7x.—Jl')-2-* 
^JU-y"u^y-iM 75/y?;H-4 ^ h^y7x-Jl/]-M7 7°a^v7°Dt: 

MS m/e (ESI) 444 (MH V ) 
gjj 74 

16 2 
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MS m/e (ESI) 480 (MH + ) 

mmm 75 




MS m/e (ESI) 510 (MH + ) 




WJ50 <fcm^©^T, 3- [3- ( [ (E) -3- (3, 4-^i7nD7i-JW-2-^f;wy 

MS m/e (ESI) 480 (MH + ) 
jjj 77 




*»J60 £|Hl$t©7j£T, 2-fV7"P^y-3-[4-^ h^~>-3- ( [ (E) -2-^9^ 



WO 02/080899 



PCT/JP02/03006 



-3- (1-t 7 ?JH -2-7"o ^ ; JW 7 5 7 ^ ? JW 7xZJH 7° u ft. 
MS m/e (ESI) 462 (MH + ) 
jii 78 
MM 78a) 




-JuMUr— )Vm 114mg £^b^k 1«077> 8ml fci&BU 7jc*{bU9^A 13mg> 

;W -4-> b^r~>7^-;w-2-^yr7 0 n^^^7/t 0 ^->Mx^;i/xx^;i/489mg©^ 

h^tFn^^>2ml t^^JP^fcm, h'Jx?;i'75> 210m §J]P^, 

£^U#^;P#^A^n^ MCTWMU ^\^r-th>-ltmx^;K2:1^3:2) 

HI^ D HV7*n^yW h^y-3-[(7°nftn<jV7Sy) 7^ 

-)V7°U Ift^I^rafJl' 230mg 

'H-NMR(CDC1 3 ) <5: 0.98 (d, J-6. 0Hz, 3H) 1.16 (d, J=6. 0Hz, 3H) 1.25 (t, J=7. 2Hz, 
3H) 2. 76 (s, 1H) 2. 87 (dd, J=8. 4, 14. 0Hz, 1H) 2. 94 (dd, J=4. 8, 14. 0 Hz, 1H) 
3.51 (sept, J-6. 0Hz, 1H) 3.85 (s, 3H) 4.01 (dd, J=5. 2, 8. 4 Hz, 1H) 4.12 (q, 
J=8. 0Hz, 2H) 4.45 (d, J=6. 0Hz, 2H) 6.35 (br, 1H) 6.80 (d, J-8. 0Hz, 1H) 7. 13-7. 18 
(m, 2H) 




2— T V 7°u ft* ~>-3-4-t< h * ->-3- [(7°nk'tn^^75;)y y ^ ~)V 

yu\i^ym^)VJL7s7-)v i6mg^N, n-s^^i^pats h o. 6mi 

-f ^-F^>if > 15mg, y7ant:7 h'J7x~Jl'7^X7^ >A 0 ^>^A 3mg, £ 



WO 02/080899 



PCT/JP02/03006 



^u\zx^m.WLtzo ELfcm&mz*&nax., mm^Mzxmm^ mmzm 

8&£«8gU&. mm&mC !IT»11, 2— r vyn^^-3-(4-^ h4^>-3-[(3- 
7a:n;i/-2-yntV^;W 75 7]^^7xZJl/) yotf^->gfe 1. 91mg£#7t 0 
MS m/e (ESI) 397 (MH + ) 



»J 79 




mmmn tmm^mx, h^>-3-([3-(4-* 

MS m/e (ESI) 426 (MH + ) 

mmm so 




»M78 t|sl^©7j^^ 2-^V7 3 n^^y-3-[4-^ h4^>-3- ( [3- (A-^^-Jl 

MS m/e (ESI) 410 (MH+) 
H»J 81 




HMM78 fc|WIit<7)75&T\ 2-^7 7D^y-3-[4-^ b^vHS- ( [3- {A-yjl/^r 
MS m/e (ESI) 414 (MH+) 



WO 02/080899 



PCT/JP02/03006 



0 0 




MS m/e (ESI) 426 (MH + ) 




|H»!I78 tnm<D^mX\ 2--rV7°n^^>-3-[4-^ h^^>-3-([3-(3-^n^ 
MS m/e (ESI) 475 (MH + ) 

mmm 84 




«$!78 tmWi(Dj3&T\ 2-f V77°n^^^>-3-4-^ h^~>-3- [ (3- [3- ( h U !7 

MS m/e (ESI) 464 (MH + ) 
Hi 85 




«M78 tmm(D^mTI\ HV7*n*^y-3-[4-^ h^>-3-([3-(3-^3^ 
7x^JW-2-7°nhVi'JW7S//fjW 7i-JH yoh , t>ir#fc 0 
MS m/e (ESI) 410 (MH + ) 



WO 02/080899 



PCT/JP02/03006 



0 0 




OH 



mmmn tmmo^mT, 2— r v7/n4^>-3-[4-/ b^>-3-([3-(i-±7/^ 

MS m/e (ESI) 446 (MH + ) 
gjffiflj 87 

mmm 87a) 



3- (3-((BH/b^y*M-;W 75/] A-*J j* h + y7i5iW -2—Y 



'H-NMR(CDC1 3 ) 5: 0.96 (d, J=6. 0Hz, 3H) 1.15 (d, J=6. 0Hz, 3H) 1.23 (t, J=7. 2Hz, 

3H) 1. 44 (s, 9H) 2. 87 (dd, J=8. 4, 14. OHz, 1H) 2. 98 (dd, J=5. 6, 14. 0 Hz, 1H) 

3.51 (sept, J=6. 4Hz, 1H) 3.80 (s, 3H) 3.83 (s, 3H) 4.12-4.17 (m, 3H) 4.40 (d, 

J=5. 2Hz, 2H) 5.11 (br. 1H) 6.60 (d, J=8. 8Hz, 1H) 7.15 (d, J=8. 8Hz, 1H) 



IU 3- (3- [ (2, 4- z? 0 o □ ^ > JH75;]/ 3^1/-2, 4-y^h^y7x" 
;W -2— f V7n^y7Dt:^ >m^t#fe 0 




89e) <h|Wl«(D7aST 3-7*0^-2, 6-5?/ 



«! 87b) 




167 
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MS m/e (ESI) 470 (MH + ) 
ggj 88 
m&m 88a) 

BocHN"~Y^T^ C ° 2Et 

89e) tp^GQ^iSre 5-:/n^-2, 4-S>* h^S/^>X7;Vft KSrfflU 
3-(3-[(^7> + yAJ^-JW7$y] ;*^;i/-4, 6-5^ h 7 m 5 ;W -2— r 

•H-NMR (CDC1 3 ) 

6: 0. 98 (d, 1=6. 0Hz, 3H) 1. 14 (d, J=6. 0Hz, 3H) 1. 26 (t, 1=6. 8Hz, 3H) 1. 43 
(s, 9H) 2.86 (dd, J=8. 8, 18. 4Hz, 1H) 2.98 (dd, J=6. 4, 13. 6 Hz, 1H) 3.51 (sept, 
J=6. 4Hz, 1H) 3. 83 (s, 3H) 3. 84 (s, 3H) 4. 08-4. 17 (m, 3H) 4. 20 (brs, 2H) 4. 94 
(br, 1H) 6.40 (s, 1H) 7.02 (s, 1H) 

0 0 

h' 

3- (3-[(^H^h^~>^;U^-;H 757] Q-z?* h=¥^y^5.JV)-2- 

31 U 3-(5-[(2,4-^^DP^>V^;i/) 75/] /^;i/-2,4-> ? p< h^y7xx 
MS m/e (ESI) 470 (MH + ) 

mmm 89 

m&M 89a) 

TBDPS0-^|^Y Br 

MeO^T 
OMe 




16 8 
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5-^n^6-2, h^y^>X7^Tt H 10. 67g€^ t Hn?7> 100ml, 

x^y-jHOOml U **ffc*S7*:J- MJ Ok lgSiQ;*.* M£T*H£« 

U^A/jc, fcTMb, M*i^v^*S^ATS£j®U 8«£«JE«SU 5-:/ 

3->>* h^r^^y-J)V7 )V 10. 27g ^f#^: 0 Z\(DU^^ 5. 326g £ 
N,N-^^^;^;VAT5 F 50ml iz^MV, -f 5 1. 8g, ^H^;i/^nn 
^7rc-;i/5>^> 5. 9g £i0^#^Tfl»#L7c o S^i^i^^fxf^T 

H^;W v : 7rc-;l^>^> 10. 72g ^#7c 0 

'H-NMR(CDC1 3 ) 5: 1.10 (s, 9H) 3.63 (s, 3H) 3.84 (s, 3H) 4.76 (s, 2H) 6.96 (d, 
J=2. 0Hz, 1H) 7.33 (d, 1=1. 6Hz, 1H) 7.63-7.45 (m, 6H) 7.68-7.71 (m, 4H) 

m&m 89b) 



[(5-ynt-2, 3-v 5 ^ h^5>^>^;P 1) Jr^-is] ( JgH^PJW y7x"J^>7> 
10. 72g^^h^t FD75> 100ml g&^K&T. -78t:(c^b7t 0 

y^VU^^A (1. 5M^+l->M) 16ml &m*-, 30^f»#b7ct^ 4-*;kS;i/ ; E 

;wj y 2. 5mi sDn^-fco -78°ct i mmmni^r^k m-mm^nx, mm^Mz 

^U->-B?Mx^JK2: 1—3:2) ^^HctO 3- ( [1- (IE7*fJW -1, l-y7x' 
^U^W^^^l'M. 5-5?* h + y^>X7J^'t H 9. 4g £#fc 0 
! H-NMR(CDC1 3 ) 6 : 1.12 (s, 9H) 3.77 (s, 3H) 3.91 (s, 3H) 4.84 (s, 2H) 7.39- 
7.44 (m, 7H) 7.69-7.72 (m, 5H) 9.91 (s, 1H) 

mmm 89c) 




16 9 



WO 02/080899 
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C0 2 Et 



r 



2— r v^p^^x^/ra^x^siomg^h^t FP77>20mi 

«?U 7KSt{t^hU^A 370mg£Sn*_7c o ^fiCT 30 $Hft#U 3- ( [1- (IE7^ 

3. 485g CD N, N-y/^*JVA75 H 5ml «^i0^fc o SatTH«#L, S 

i7j<il-7^y^A«L, ^^jBE@*Lfco (E, Z) -3- [ [1- (iH^f 
l-y7xz;VyUJH^-^y^^JH-4 1 5-i^ b^>77 xxjtf -2--T V 7*o 
y-2-7°n If t >llf JUXtJI' 5. Olg <H#fc e £©&£i£4£f 5. OlgS^h 
Ho77> 30ml U»bJi 111, fb7^7> : &-7A7MU F (1M 
10ml £JiR«!7Lfco M^ife^^ix^T^l, ^"M^tK, fSfp^: 

JV^yA^DThCTiSU, ^^t>-^X?;P (2: 1—3:2) D 
(E, Z)-3-[k Hn^y/^H -4, 5-v^ h^y7i-JH -2--f V :7°n#^>-2-:/ 

p t°^->Mx^;i/x>;^;i/ 2. 209g 

'H-NMR(CDC1 3 ) 6 :1. 24-1. 39 (id, 9H) 3.84, 3.87 (each s, 3H) 3.89, 3.92 (each s, 
3H) 4. 16, 4. 29 (each q, J=7. 2 Hz, 2H) 4. 27, 4. 47 (each sept, J=6. 0Hz, 1H) 4. 65, 

4. 67 (each s, 2H) 6. 16, 6. 94 (each s, 1H) 6. 79 (s, 1H) 7. 23, 7. 67 (each d, 
J=2. OHz and 1. 6Hz. 1H) 

mmm m) 



(E, Z)-3-[t FP=^>^WW-4, h + y7x-Jl/]-2- f V7 3 D^^>--2- 

77°Pe^->^3:5 : -;i/X7;^^ 2. 209g^ h;i/X> 15ml fcigfl¥U 7yft^77x^ 
afc;*3frU;P 1. 6ml ^cfc^'^Tif fcfv^ □ [5.4.0] £7>5*-fe> 1- 1ml £ftnx., S^-^ 




17 0 
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*7^^n7h[ITiIU -s^it>-^mx^;i/(2:1^3:2)^ffi^]SJ:D (E, Z) - 

>H-NMR(CDC1 3 ) (3 : 1. 14 (t, =6. 8Hz, 3H) 1.30 (d, J=7. 2Hz, 3H) 1.35 (d, J=7. 2Hz, 
3H) 3. 84, 3. 87 (each s, 3H) 3. 90, 3. 92 (each s, 3H) 4. 16, 4. 30 (each a, J=6. 8 
Hz, 2H) 4.35 (d, J=ll. 2 Hz, 2H) 4.50 (sept, J=6. 4Hz, 1H) 6.14, 6.93 (each s, 
1H) 6. 75, 6. 72 (each d, J=2. OHz, 1H) 7. 26, 7. 64 (each d, J=2. OHz, 1H) 
mtm 89e) 




(E, Z) -3-[3-(T^F^^;i/) -4, h + y7xX;H-2-^V7"o^^y-2-7 e 

nft>ixfJH7fJl'2. 124g &W&tx.3 L A 50ml KiJSjSU iH^ky*- 
h I. 5g, 10«A°^^r>A^m 800mg^in^., 7K*»BimT> MfcT 20 BSrM 

^DTbtTilU ^^>^B^^;M5:1^4:l)«ffi#]Ii«k?) 3-(3-[(^H7* 

h^->#;i^— ;w 75;] ^^;p-4, 5-5?* h^^s^M— f y^p^4^s>y 

n k't>ix?JVx^TJ^ 1. 93g 

! H-NMR (CDC1 3 ) 6: 0.97 (d, J=6. OHz, 3H) 1.16 (d, J=6. OHz, 3H) 1.26 (t, J=6. 8Hz, 
3H) 1. 44 (s, 9H) 2. 87 (dd, J=8. 4, 14. OHz, 1H) 2. 94 (dd, J=4. 8, 14. 0 Hz, 1H) 
3.51 (sept, J=6. 4Hz, 1H) 3.82 (s. 3H) 3.84 (s, 3H) 4.02 (dd. J=4. 8. 8. 4 Hz, 
1H) 4.13-4.22 (ra, 2H) 4.29 (d, J=6. OHz, 2H) 4.94 (br, 1H) 6.76 (s, 1H) 6.78 
(s, 1H) 



17 1 
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1U 3-(3-[(2,4-> ? ^Pn^>vV;W 7^7] ;>Wl/-4, 5-5? * b^>7x~ 

MS m/e (ESI) 470 (MH + ) 
mMW 90 
fi^il 90a) 



300ml ^-;i/h^hU^^;i/60mL /\°^ h ->;i/^ 2g £JPtL 4 

M^tbfec ^fc^SPbfcm> h'Jx?Jl/75> 5ml ^io*., Mffi»iffibfc 0 M 

JSU M^MJE^SLfco 2- K>yM^y) -5- (i?7 h^->7?JW tlSl 
7^1/17.^ 39. 08g ^fffc,, 

l H-NMR(CDCl 3 ) 5: 3.32 (6H, s) 3.88 (s, 3H) 5.19 (s, 2H) 5. 37 (s, 1H) 7.03 (d, 
J=8. 0Hz, 1H) 7. 33-7. 41 (m, 3H) 7.47-7.53 (m, 3H) 7.91 (s, 1H) 
$mW 90b) 



^T^mit7)V^±Ah: H U H 7g£^h^t Hd77> 200ml 2- 

K > yJW^y) -5-(y7h^v7 3^1/) ^111 ^I/XXtJP 39. 08g h ^ 

t Hn77> 100ml *«£;!jDx.fc 0 5^jt#b«7K, 15«ftt h'J7A, zK^: 
in*., ZtMbTCo itS&SrMEEMU 2-K>v ? ;i/^-^-»-5-(>?^ h + 





17 2 
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^>-J)V7)\>-3— )V 35. 15g £#fc„ Z(Dm.±f&m%: HI/X> 250ml t^fL, 7 
5?^7xr:;U^*'j;i/40g*J:^T1f tfv^n [5. 4. 0] >7 >xiz > 22ml £in 
MT*$£j*.#bfc. &mmz*&tia%_. BsB&x^l/rJSHiUfc. 

U * 7Ai?OTf (CTfiM U ^s^Pit y-mm^JV (15 : 1) ^m^Hicfc «3 
4-K>> ? ;i/^'»-3- (7^F*3\JM 5?* h^->^X;i/^>if> 17. 4g £#7c„ 

y-mn^ji (12 : » mmftw£ d 4- K>s?;i/^~» -3- (75? f^wm ^>x 

TyVxt: H 9. 39g ^t#fco 

'H-NMR(CDC1 3 ) <5 : 4.48 (s, 2H) 5.22 (s, 2H) 7.90 (d, J=8. 8Hz, 1H) 7.37-7.45 Cm. 
5H) 7.84-7.86 (m, 2H) 9.90 (s, 1H) 

mm 90c) 



HVyn#^y*X*;SSyX^ 12. 9g £7h^b hX77> 100ml izfe 
j»U Tk^T, 7K«fb^- h U «7A 1. 7g £DnAfc 0 SSHT 30 5Hf#U 3, 4- K 
>i?)V-**is) -3-(7>> ^>X7;>rt F 9. 39g©N, Fy^fWMJ 

5 H 20ml ««[*Jn^.fc. ^Il;t4I^H88#U> R&fi^*£IHfcx^;U-t?j?ftR 

j*U mm^mm^Vtc. IE, Z) -3- [Jy -4- K>y^t^y) 7xr 

JH-H V7°n#^y-2-7°P t't>ix^X7fiV 16. 7g£#fco 
#J 12.46g£x*/-;Hc:igfl¥U iE7*fJl/y*-l7- h 8. 3g, lOX/^v^A 
^^3g^Jp^., tK^h^T, ^igi:tl.5 0!|#Uc. S^i^t7-f h 
ML, i*f££«8gU ?M£^U#^>#^A^nvM::TW»U ^\=Hj->- 
Bt^X3^M4:imttI#HJ:0 3- (3- [ (fgH:/ h4^>#yWx;i/) 757] *^;k-4- 
tFo+y7x -;W -2— T 7 7°D^y7°D t: ^ >ix^JVX7 7;i/ 6. 2g £#fc 0 
•H-NMR (CDC1 3 ) <5 : 0.99 (d, J=6. 0Hz, 3H) 1.15 (d, J=6. 0Hz, 3H) 1.23 (t, J=7. 2Hz, 
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3H) 1.44 (s, 9H) 2.84 (dd, J=8. 4, 13.6Hz, 1H) 2.90 (dd, J=5. 0, 13.6 Hz, 1H) 
3.50 (sept, J=6.4Hz, 1H) 3.98 (dd, J=5. 6, 8. 4Hz, 1H) 4.12 (a, J=6. 8Hz, 2H) 
4.19 (d, J=6. 4Hz, 2H) 5.22 (br, 1H) 6.86 (d, J=8. 4Hz, 1H) 6.94 (d, J=2. OHz, 
1H) 7. 08 (dd, =2. 0, 8. 0 Hz, 1H) 8. 77 (br, 1H) 

mmm 90d> 



3- (3-[(IH7>^y*M^JW 757] pWW-fc Fn^i/7i-;V)-H 
V7°n^y7'n fc^>^x^;Va:;*-5\>M02iiig £7-fe F U;V 5ml 

N-ya^ex^v-r s f 200mg ^ua^7to i b#hji#u sra-gr^itm 

Mb, A^>-^KX^;K5:l)^ttl^®J:D 3- (3-:/nqE-5- [ (^H7* F^>#;i/ 
^ - ;]/) 757]/ 3^V-4- hFo^y7x-JW -2— T V 7° n ^ 7° n t: ;T >ix 
^JFXT^F 433mg £#fc c 

'H-NMR (CDC 1 3 ) 5: 0.98 (d, J=6. OHz, 3H) 1.16 (d, J=6. OHz, 3H) 1.25 (t, J=6. 8Hz, 
3H) 1.44 (s, 9H) 2.80 (dd, J=8. 4, 13. 6Hz, 1H) 2.88 (dd, J=7. 2, 14. 0 Hz, 1H) 
3.51 (sept, J=6. 4Hz, 1H) 3.97 (dd, J=4. 8, 8. 4 Hz, 1H) 4.16-4.22 (m, 2H) 4.24 
(d, J=6. 8Hz, 2H) 5. 20 (br, 1H) 6. 96 (d, J=l. 6Hz, 1H) 7. 35 (d, J=2. OHz, 1H) 
8.45 (br, 1H) 

mmm 90e) 



3-(3-ynqE-5-[(M=y F^>#Jl^x;M 757] 7^;W4-t Fn^v7x~ 
M -2— T V 7° □ #^ v 7 0 p h° t>ixfjl/X7 944mg £ N, N-S** 3\>M>;k& 7 
5 F 5ml -f* F7 * > 0. 15ml, mW.ts U 9A 500mg ^Mltt^Lfc. ^vM 




Br 




Br 
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\zT2mmmtisft(D-£>. i^i^iix^^i- ^mm^K mum. 

7c„ it^y^^7A^n7h[;TiIU ^\^^>-»x^;i/ (4: 1) ^ffi 
^pl^«3 3-(3-^DH-[(iH7>^y*toH7$/] ^^;V-4-^ b^>:? 

x -;w -2— r v ya^^n t:^->^x^;i/x>;^;y 876mg &mtc 0 

'H-NMR(CDC1 3 ) <5 : 0. 97 (d, J-6. 0Hz, 3H) 1.16 (d, J-6. 0Hz, 3H) 1.45 (s, 9H) 2.86 

(dd, J=8.4, 14.0Hz, 1H) 2.93 (dd, J -4. 4, 14.0 Hz, 1H) 3.51 (sept, J=6. 4Hz, 

1H) 3. 74 (s, 3H) 3. 84 (s, 3H) 4. 02 (dd, J=4. 8, 8. 4 Hz, 1H) 4. 34 (d, J=6. 0Hz, 
2H) 4. 95 (br, 1H) 7. 12 (d, J=l. 6Hz, 1H) 7. 37 (d, 1=2. OHz, 1H) 

mmm 90 u 




JV) V 7"n#^y7°n tit ^X^XXxJ^ffl t^T»J 38 tmUWfi 
Stfflll, 3-(3-^n ; E-5-[(2, 4-y^nn^>^M 75 y] ^^;W4-^ 
1/ ~7 x x M -2— f V 7° D # ^ V 7/ D fcf * > Hft £ o 
MS m/e (ESI) 520 (MH + ) 

M«J91a) 




3- (3-7*0^-5- [ (IH7* h+v*Jl/^x;H 7 5 J] X^)V-4-X h^y7i- 
;W -2— f yy'u^^y'u ¥jr>M.j:^)l3LX^)l 876mg tf^-x b U ;i/ 5m 1 

J;:*gfl?U zs7>fcjrhW& 182rag, fh7^7h'J7i^7*77^>/^ 
f/«y*A214mg, <fc -p^fcffl 70mg ^2ni7L, g*»IIT, ilfc&im&jKSEbfc. 
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£ 7A^P7h CTflU, A+-!t>-iiifjV (4:1) ^tH^PJ; D 

3-(3-i/7;-5-[(iH7>^y*J^-jl/) 757] 7 9^-4-7 h^y^-Jl)- 
HV7°D^y>°D k°t>Sif;i/XXTil' 586mg <H#fc 0 
'H-NMR(CDC1 3 ) 6: 0.95 (d, J=6. OHz, 3H) 1.17 (d, J=6. OHz, 3H) 1.27 (t, J=6. 8Hz, 
3H) 1. 45 (s, 9H) 2. 89 (dd, J=8. 4, 14. OHz, 1H) 2. 97 (dd, J=4. 4, 14. 0 Hz, 1H) 
3.53 (sept, J=6. 4Hz, 1H) 4.00 (dd, J=4. 8, 8. 4 Hz, 1H) 4.07 (s, 3H) 4.21-4.27 
On, 2H) 4. 30 (s, 2H) 4. 94 (br, 1H) 7. 40 (d, J=2. 4Hz, 1H) 7. 42 (d, J=0. 8Hz, 1H) 



3- (3->7 y -5- [ (IE7* h =^>7J ;W 757]^ ^JlHhj* b 4^>:7 x — 

. ;W-2—f vyn^^y^nb^^x^xXxMffl^TWj 38 tlwJilcD^f 
ST'^S b , 3- (3-: •/ 7y-5-[(2,4-v^DD^> W JW75/]^ ^)V-4-^ h ^ 

-2— r y 7°n ^ -> y □ >m^#^ 0 
MS m/e (ESI) 465 (MH + ) 
&MM 92 
92a) 



5-7*nt-2-^DD^|fi I2g £7" h^t Hn^^> 60ml fcig£?U ^>t- 
h7tHD77>3>7V^77 0Mfh7tHn77>M) 148. 3g^iP^.fe 0 
ifillT 2. 5 BWbfco lN-HSfc&tjn*., B^Kx^H'TttlUb; W«tii£7.K> 

S^U ^u=E-2-^7UU^y-J)VT)Vn— ;H 1. 46g 

89e) iPHOTjSTMb, 3-(3-[(IE7* h^rv-^JUfc;!/) 75 7] 
7 x 5 )V) -2— T V 7°n tf^-zs -f u tfxf- >ixf^x^ t-;1/£*#£: o 
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'H-NMR(CDC1 3 ) (5: 0.95 (d, J=6. OHz, 3H) 1.15 (d, J=6. 0Hz, 3H) 1.24 (t, 1=7. 2Hz, 
3H) 1. 46 (s, 9H) 2. 93 (dd, J=8. 4, 14. OHz, 1H) 3. 07 (dd, J=4. 8, 14. 0 Hz, 1H) 
3.49 (sept, J=6.4Hz, 1H) 4.04 (dd, J=4. 8, 8. 4Hz, 1H) 4.12-4.19 On. 2H) 4.30 
(d, J=5. 2Hz, 2H) 4. 80 (br, 1H) 7. 12-7. 1.6 On, 3H) 7. 23 (d, J=8. OHz, 1H) 



3- (3- [ (i£7' h i/tDVR—M 757]^ 7xSJH -2--T V 7°n*^y7° 

□ t^>ixfjnxTj^ffl^tm 38 tmrn^m-v^mv, 3- (3- [ (2, 4- 

/7 n □ ^ > vA-f )V) 7 5 J ] * =^)V 7 * - )V) -2— T V 7° n tJ^ v 7° n tf ^ >m * 

MS m/effiSI) 410 (MH + ) 
HjfeM 93 
SKifiM 93a) 

BocHN^rrV^r C ° 2Et 



3-(3-[(^H7*h^->*M-;W 757] ;* 3=-;P-4- 1: Hp + '>7i=;W -2— f 
V^n#^->yoh°^->mx^;i/XX^;U 795mg&N, N-v/fMJVA75 F 2ml 
fc|g$PU -f th*x^>0. 3mK U A 200mg 50°C^T4B# 

£>"J 7Wl/# 7A^/D7l KTffiMU ^^it>-^X^;i/ (8:1) fgffi^ilii D 
3- (3- [ (IH7* h * is* )V#—M 75/17 3^-4-X h * is 7 -2~f V 7° 

p^~>^p h°t>tx5 : Jl^x7fJl' 185mg £#& 0 

l H-NMR (CDCI3) 5: 0.96 (d, J=6. OHz, 3H) 1. 15 (d, J=6. OHz, 3H) 1.24 (t, J=6. 8Hz, 
3H) 1. 42 (t, J=6. 8Hz, 3H) 1. 45 (s, 9H) 2. 86 (dd, J=8. 4, 14. OHz, 1H) 2. 93 (dd, 



mm 92b) 
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J=4. 8, 14.0 Hz, 1H) 3.49 (sept, J=6. 4Hz, 1H) 3.98-4.06 (m, 3H) 4.13-4.21 On, 
2H) 4. 29 (d, J=5. 2Hz, 2H) 4. 99 for, 1H) 6. 75 (d, J=8. 4Hz, 1H) 7. 14 (d, J=8. 8Hz, 
1H) 7. 14 (s, 1H) 



3- (3- [ (IH7' h * ^ZUVtf—M 7 5 J ] * ^)V-A- X b * =y 7 ~ M -2--T V 

3- (3- [ (2, A-J? p n^>vW;W 7 ] p<5^;l/-4-x ;W -2— f V y° 

'H-NMR (CDCI3) <5: 1.06 (d. J=6. 0Hz, 3H) 1.17 (d, J=6. 0Hz, 3H) 1.45 (t, J=7. 2Hz, 
3H) 2. 92 (dd, J=8. 0. 14. 0Hz, 1H) 3. 07 (dd, J=4. 4, 14. 0 Hz, 1H) 3. 58 (sept, 
J=6. 0Hz, 1H) 4.06-4.15 (m, 3H) 4.64 (d, J=6. 0Hz, 2H) 6.81 (d, J=8. 4Hz, 1H) 
6.88 (br, 1H) 7. 15 (dd, J=2. 4, 8. 4Hz, 1H) 7.27 (d, J=8. 4 Hz. 2H) 7.42 (d, J=2. 4Hz, 
1H) 7. 68 (d, J=8. 4Hz, 1H) 
MS m/e (ESI) 454 (MH + ) 

mmm 94 

Mt&M 94a) 



Mj£M 93 1 mm<D^mz & 0 , 3- (3- [ (IH7* b * - ; w 7 ^ / ] * 

'H-NMR(CDC1 3 ) <5: 0.97 (d, J=6. 0Hz, 3H) 1.05 (t, J=6. 8Hz, 3H) 1.15 (d, J=6. 0Hz, 
3H) 1.25 (t, J=6. 8Hz, 3H) 1.44 (s, 9H) 1.78-1.86 (ra, 2H) 2.86 (dd, J=8. 4, 14. OHz, 
1H) 2. 93 (dd, J=4. 8, 14. 0 Hz, 1H) 3. 50 (sept, J=6. 4Hz, 1H) 3. 93 (t, J=6. 4 Hz, 
2H) 4.00 (dd, J=4. 8, 8. 4 Hz, 1H) 4.14-4.21 (m, 2H) 4.30 (d, J=5. 2Hz, 2H) 4.98 
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(br, 1H) 6. 75 (d. J=8. 4Hz, 1H) 7. 09 (dd, 1=2. 0, 8. 4Hz, 1H) 7. 13 (s, 1H) 



3- (3- [ (fH7* h ^ v# V) 7$;]* ^)V-A- 7 u 7 x^JH -2—f 

L/, 3- (3- [(2, 4-^nn^>^^) T^y] ^fJH-yp^yyx^W^-^ 

'H-NMR(CDC1 3 ) 5: 1.05 (t, J=7. 2Hz, 3H) 1.06 (d, J=6. 0Hz, 3H) 1.18 (d, J=6. 0Hz, 
3H) 1.80-1.87 On, 2H) 2.91 (dd, J=8. 0, 14.0Hz, 1H) 3.07 (dd, J =4. 4, 14. 0 Hz, 
1H) 3. 59 (sept, J=6. 0Hz, 1H) 3. 97 (t, J=7. 2Hz, 2H) 4. 12 (dd, J=4. 4, 8. 0Hz, 
1H) 4.65 (d, J=6. 0Hz, 2H) 6.81-6.84 (m, 2H) 7.15 (dd, J =2. 4, 8.4Hz, 1H) 7.25 
(d, J=2. 4 Hz, 1H> 7. 28-7. 33 (m, 1H) 7. 42 (d, 1=2. 4Hz, 1H) 7. 67 (d, J=9. 6Hz, 1H) 
MS m/e (ESI) 470 (MH + ) 

$mm 95a) 



S»!]93 tmmo^mz&iQ , 3-(3-[(IHyh^y*JV*xjW7$/] 

'H-NMR (CDCI 3 ) 6: 0.97 (d, J=6. 0Hz, 3H) 1.15 (d, J=6. 0Hz, 3H) 1.24 (t, J=6. 8Hz, 
3H) 1.33 (d, J=6. 0Hz, 6H) 1.44 (s, 9H) 1.78-1.86 (m, 2H) 2.86 (dd, J=8. 4, 14. 0Hz, 
1H) 2.92 (dd, J=4. 8, 14. 0 Hz, 1H) 3.50 (sept, J=6. 0Hz, 1H) 4.00 (dd, J=4. 8, 
8.4 Hz, 1H) 4.13-4.21 (m, 2H) 4.26 (d, J=5. 2Hz, 2H) 4.54 (sept, J=6. 0Hz, 1H) 
4.96 (br, 1H) 6.77 (d, J=8. 4Hz, 1H) 7.08 (dd, J=2. 4, 8. 4Hz, 1H) 7.13 (s, 1H) 



Mm 94b) 





X 
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mm 95w 




3- (3- [ \m=Zf h*?z/%)]s$—M 757] *^)l-A— f V^n^y7xZJK - 
j3Llb, 3-(3-[(2,4-^^nn^>V^;W 757] ;*^;P-4— TV 

;w -2— r v y □ # * v y° □ k° ^- >m & #fe 0 

MS m/e (ESI) 470 (MH + ) 

a»i 96 



mmm 96a) 

BocHN 



C0 2 Et 



r 



'H-NMR(CDCI 3 ) <5 : 0.97 (d, J=6. 0Hz, 3H) 1.15 (d, J=6. 0Hz, 3H) 1. 24- (t. J-6. 8Hz, 
3H) 1. 44 (s, 9H) 1. 63-1. 65 (m. 2H) 1. 75-1. 90 (m. 6H) 2. 85 (dd, J=8. 4, 14. 0Hz, 
1H) 2. 92 (dd, 1=4. 8, 14. 0 Hz, 1H) 3. 50 (sept, J=6. 0Hz, 1H) 4. 00 (dd, J=4. 8, 
8.4 Hz, 1H) 4.10-4.21 (m, 2H) 4.25 (d, J=5. 2Hz, 2H) 4.76-4.79 fa, 1H) 4.95 
(br, 1H) 6.75 (d, J=8. 4Hz, 1H) 7.07 (d, J=8. 4Hz, 1H) 7.12 (s, 1H) 

mmm 96b) 




3- (3- [ h * is* 75y]7 ^)l-A-> 
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^Mlt, 3-(3-[(2,4-v^Dn^>vV;W 7^/1 ^^;U-4->^ >^;j / 

MS m/e (ESI) 494 (MH + ) 
97 



C0 2 Et 




3- (3- [ (BH -JY^ci/K V) 757]^ 3^V-4- [(h'J7Mn^ 5=-J W 7> 

7 * -)V] - m y^n^j/^Dtft >lx?;i/X7 329mg 

$ h;Px>4mnc^U, 4-y;^D7ai-;^n>m HOmg, rh7^h'j7 
^~)iy*X7j >A°^v^A 74mg, ^Mts U 440mg £rinx., Sifl^T 

3-n;*3\>W ^jI^^-jM ^->77a:-;W -2- (4-^;v^-n^rc-;v) ^^-jk? 
D7|?^^yot°^->Kx^;i/X^^ 262mg £f#7^o 

'H-NMR(CDC1 3 ) 6 : 1.01 (d, J=6. 4Hz, 3H) 1.18 (d, J=6. 4Hz, 3H) 1.26 (t, J=7. 2Hz, 
3H) 1.43 (s, 9H) 2.99 (dd, J=8. 8, 13. 6Hz, 1H) 3.04 (dd, J=5. 6, 13. 2 Hz, 1H) 
3.56 (sept, J=6. 4Hz, 1H) 4.08-4.24 On. 5H) 4.60 (br 1H) 7.05-7.15 (m, 4H) 
7. 19-7. 30 (m, 3H) 




3-(3-[(IH7"h^y*J^-M 75 A *?-)\r-4-[{b U 7)V3rU^)V) 7,)V 
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7 *-M3r3rzs7 n-)V) -%- (4-7J^0 7x-JH 7 x ~)V7° U^i^7° U fcf 

>m^)^^T-jv^m^xmmmz% tmrn^rnxmrnv, 3- (3- [(2,4-^^0 
^7°u^>m^mco 

MS m/e (ESI) 504 » 
»M 98 
SitM 98a) 



3- (3-[®E7*h^y^M-;W 75/] /^;i/-4-t Hn^y7xz;K -2— f 

bu^;v^-n^^>^;i/^>m«^ 270Mi ^n^c, ssict i mmmwvr^ 

h'J 7;^n^^>x;i/*>m«t) 100m 1 SBiPbfc. 3Efc:2fl#Hfll#U 

\ZT$cmh. M7kmWi-?t?* zsOA t?f£ j& b , ^SMJE®5&bfc 0 3-(3-[(HS= 
7>^y* - ; W 75/]/ 5P;V-4- [(h'J7MD/ 7s)V7*—Mtt 
->7x-JH -2— f V7 0 n^y7'n ft^I^x^T^ 663mg £#7c« 
>H-NMR(CDC1 3 ) <5: 0.92 (d, J=6. 0Hz, 3H) 1.16 (d, J=6. 0Hz, 3H) 1.24 (t, J=6. 8Hz, 
3H) 1.46 (s, 9H) 2.91-3.04 On. 2H) 3.51 (sept, J=6. 4Hz, 1H) 4.02 (dd, J =4. 4, 
8.8 Hz, 1H) 4.16-4.23 fan. 2H) 4.40 (d, J=6. 0Hz, 2H) 4.95 (br, 1H) 7.17-7.20 
(m. 1H) 7.24-7.25 (m, 1H) 7.40 (s, 1H) 

mmm 98b) 



3-(3-[(lE7*b+y^M-JH 757] / ?;M-[(h'J7Mn/f JH 
77 * x;P] ^ is 7 rc -)V) -2— f yjn^yjn >|lf^X7 t- ;i/ 334mg 

182 



BocHN 
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&z/3r*-y-> 4ml 2- h U —)17 7 > 280mg, f h7^^U 

7i^7tX7^ >/N°^^^A 75mg> ^bU^^A 83fflg ^iJD^S^H^T 

(2-7'j;H 7°n^y7°nlft>ix^i7T^ 180mg 

>H-NMR(CDC1 3 ) <5: 0.96 (d, J=6. 0Hz, 3H) 1.16 (d, J=6. 4Hz, 3H) 1.26 (t, J=6. 8Hz, 
3H) 1. 46 (s, 9H) 2. 95 (dd, J-8. 8, 13. 6Hz, 1H) 3. 02 (dd, J=4. 8, 14. 0 Hz, 1H) 
3.51 (sept, J=6. 4Hz, 1H) 4.06 (dd, J =4. 8, 8. 8 Hz, 1H) 4.19 (q, J-6. 8Hz, 2H) 
4.47 (s, 2H) 4.95 (br 1H) 6.52 (d, J=20Hz, 2H) 6.98 (s, 1H) 7.21 (d, J=8. 4Hz, 
1H) 7. 32 (s, 1H) 7. 51-7. 53 (m, 2H) 



mm 98c) 




3- (3- [ (fg= 7/ V *c is* )l>tf-M 757]^ ^;W4- [(HJ7Mn^ 
7* ~M ^v7x^JH -2- (2-7 U M 7°Ut£^7°U ¥3->M^JVJLX^)ls 

&M^T$mmw tmm(Djj&-emmv, 3- 0- [ (2. 4-^nn^>y-f;n75 

y ] ^ ^)V-A- (2- ? U ;W 7 x - ;W -2-f y 7/ □ s> y □ t°^- >m 
MS m/e (ESI) 476 (MH + ) 

mmm 99 

99a) 
MeO N 

2-^ h^->-3-t Fn^v^^;UtfU^>7. 4g£WKr> 100ml fc?gfl¥U 
ft^7i-M7*'J^ 13. 8ml £>£IK~:/Tif tfv^P [5. 4. 0] r 7>^ ? -fe> 9. 5ml £ 
in*., Si£-r«£t#L/co S»^7K^iDA> Sii^il/tttffibfc. 
S&fO&^-eiJfc^U l«7^y>)A«b, it*g£MJ£^U [(2-^ 
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h3^>-3-t! U VM *3-M TV H 9. 5g £#7c„ 

•H-NMRICDCls) 5: 4. 00 (s, 3H) 4.35 (s, 2H) 6.89-6.92 (m, 1H) 7.55-7.57 (m, 1H) 
8. 15-8. 16 fa, 1H) 
S3tM 99b) 

[(2-* h^v-3-tf U 5?;W *5-M TV H 9. 5g SifKWV 100ml fclitfl?L, jg 
H^^^^-^^-b 13g, 10%A°^S^AM?S3g£ft]7U 7K^#BI^T. 

>?)},•% ty&if nvMitSil, ^\^>-^x^ (5:1—4: 1) ^fcB#mi£ DSI 

N-H2-* h4^>-3-fc:'J S?;M *3\>M h 6. 84g £#fc 0 

£fig#j2. 916g^T-fehnh'j;P30ml N-^n^^W^ F 2. 19g£< 

*£U N-[(5-7'nt-2-^ h^->-3-h°U^;i/) ^^;W^7-A^-h 1. 185g*#fc. 
■H-NMROCl,) 5: 1.44 (s, 9H) 3.94 (s, 3H) 4.22 (d, J=6. 0Hz, 2H) 5.02 (br, 1H) 
7. 62 (s, 1H) 8. 01 (s, 1H) 

mmm 99c) 

BocHN-^|^Y CH0 
MeO^V 

N-[(5-^n^-2-^ h*V-Z-lfVV)l) *^MJj—/^-b 1. 009g, S^nofc? 
Tv h U 71-^7*77^ >A°^S^A45mg, «-t" h U £ A 325mg> h'J7i- 
;l/77^-^7^ > 17mg£&E 7 ]<N, N-5?^?;WA75 H 3ml fciffiSU — M:^* 
»ffl^Ttr 110°C(CT 2. 5 B#W*#L-fco £jM^#j£Bmx^;i/Tif$?U W£8 
JBStK, S&foM^-T-MJtfATk, HTML, l7lcii-7^->7ATeil> 

Mfex^;K3. 5:D^!ii7}I<tDIE7*^ N- [ (5-^5 ;V-2-^ h^>-3-t£U^ 
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)V) *3-M tl—^— h 401mg <H#fc 0 

'H-NMR(CDCl 3 ) 5: 1.46 (s, 9H) 4.08 (s, 3H) 4.31 (d, J=6. 0Hz, 2H) 5.02 for, 1H) 

8.01 (d, J=2. 4Hz, 1H) 8.54 (d, J=2. 0Hz, 1H) 
99d) 



x^;i/ 2— T V 7°n^ zs-fcx * y im^x^y 5 1 Omg $ h 5 b H n y =? > 
5ml K:»flFU **<b^-h'JCA70iBgSJnAfe. SififcT 15 #8£#U N-[(5-3fr 

;i/5;!/-2-y h^>'-3-tru^;w ^Mts— at— M0img<z>N, n-s^^I/jKjw* 

75 F 2ml ?«£:JjnA;fc 0 SSfCT 15 £*£U K^^W&IFIfcx^l^jJjKfc 

«U SJ*£«jEEg*b&. M£H^x^;y8ml> x^y-;]/ 2ml 10% 
Ayy^AM 200mg &in^, zMSSgSffl^T, SS(ITMH#Lfc. SjS^#J 
£-fe^-f hMSfiU ttft&mu il^ y U * ^rj W 7 A ^ o y h CTffiS b , 
A^>-Six?JV (4:1-2. 5:1) ^LB^iliJ; 0 3- (5- [ (iH^ h^->#;i/fc;U) 
75;] yWy-6-y< h^>-3-h°U -2— r V^o^y^D tf3->®gx^;ux 
^T^l/SMmg^HTCo 

'H-NMR (CDC 1 3 ) <5 : 0.96 (d, J=6. 0Hz, 3H) 1.16 (d, J=6. 0Hz, 3H) 1.27 (t, J=7. 2Hz, 
3H) 1. 45 (s, 9H) 2. 85 (dd, J=8. 4, 14. 0Hz, 1H) 2. 92 (dd, J=4. 8, 14. 0 Hz, 1H) 
3.52 (sept, J=6. 0Hz) 3.96 (s, 3H) 3.99 (dd, J=4. 8, 8. 4 Hz, 1H) 4.17-4.24 (m, 4H) 
5. 03 (br, 1H) 7. 47 (s, 1H) 7. 93 (d, J=2. 0Hz, 1H) 



3-(5-[(^E7'h^y^M-;H 757] yWy-6-y< U i?)V) -2--f 
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U 3-(5-[(2,4-y^DO^>WJH 75/] *5\?I/-6-j* h^>-3-fcf U $>JM -2- 

MS m/e(ESI) 441 (MH + ) 
111 100 
tet#!l 100a) 



JW -2— f V T^n^i^n b°^->mx^;VX7;^;P 253mg £7-fe hr h U ;V 3m He 

5-[(iH7>+->^MrJW 75/] *^;W4-k Fo + ->7x-M -2— f 77°n 
^->7'n b^>tifJH7ril' lOOmg 

'H-NMR (CDC1 3 ) 5: 0.99 (d, J=6. 0Hz, 3H) 1.16 (d, J=6. 0Hz, 3H) 1.24 (t, J=6. 8Hz, 
3H) 1.44 (s, 9H) 2.80 (dd, J=8. 0, 13. 6Hz, IH) 2.86 (dd, J=5. 6, 13. 6 Hz, 1H) 
3.50 (sept, J=6. 4Hz, 1H) 3.96 (dd, J=5. 2, 8. 8 Hz, 1H) 4.15-4.23 (m, 5H) 6.96 
(d, J=l. 6Hz, 1H) 7. 58 (d, J=l. 6Hz, 1H) 

w&m ioow 



3- (3-< 5t F-5- [ (^H7h^y^M-;W 75 / ] ;* 3=-;W4- k Fn^y7x" 
;W -2— f 7 7°P^^->y n ft>ix?jHXT^ 305mg £ N, N-y^f Jl/*JVA7 
5 F 3mlk:^?U hiJ^^y | JJl^7t5 1 l/> 120mg, t" h b U 7x^ 




BocHN 
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7*7,7 4 >/*55?Vl* 70mg, ^i\M 11. 5mg, h U x^T^ > 0. 5ml £jbflx^ 

fco ^^Uft^l^A^nvMcTlSStU ^\^>-Mx^;K6-.l)?tffl 
^SctD 3-3- [ h^^*M"JW 757] ^^JM-t FP^r5>-5- [2- 

(1, 1, l-b'J^^y'JiW-l-x^-jV] yx-JH-f 7 7°D^y7°D h°t>l 
ifJU^r^ 165mg £#7c, 

! H-NMR(CDC1 3 ) 5 : 0. 27 (s, 9H) 0.96 (d, J=6. 0Hz, 3H) 1.15 (d, 1=6. 4Hz, 3H) 1.24 
(t, J=7. 2Hz, 3H) 1. 44 (s, 9H) 2. 80 (dd, 1=9. 2, 14. 4Hz, 1H) 2. 88 (dd, J=5. 2, 
14.0 Hz, 1H) 3.49 (sept, J=6. 4Hz, 1H) 3.96 (dd, J=4. 8, 8. 8 Hz, 1H) 4.13-4.21 
(m, 3H) 4.24 (d, 1=6. 0Hz, 2H) 5.11 (br, 1H) 7.05 (d, 1=1. 6Hz, 1H) 7.19 (d, 
J=2. 4Hz, 1H) 
MiaM 100 c) 



3-3-[(lE^h^y*Mr:JW 75 /] *3-)V-A-^ Fn=^>-5- [2- (1, 1, 1-h 
U *^)V^V )V) -l-JLT-M 7xnjhMV7'n^y7°nft>tx7^x 
Xy^JP 165mg£^h5k F □ y 5 > 2mH::^?U @1^40mK fh77'W> 
; EX7i7MU F (lM^F^t: Hn77>^I) 0. 5ml Stn^-, ^Ml^T 1 B#Ffl« 

#ufe 0 £fSs^ft§siifji'«L > »s$zk, mmmw7k, izxm®i<, 

mxmWt? tf*i"7 ATri£j!liU «$MJ£g*bfco SI$y'J*^7A7 
DYhCTSlk AW>-^ilfJH3:l)»IJ:D 3-3-[(^=7*h^v* 
M-;H75y]7?JH-t Fd=^>-5-(1-x5P-;|/) 7ixjk-H f y 7°n^ 
^7°u ¥jr>Mx.^)l< xxril I22mg £#fc 0 

'H-NMR (CDC 1 3 ) 6 : 0.97 (d, J=6. 0Hz, 3H) 1.15 (d, J=6. 4Hz, 3H) 1.26 (t, J=7. 2Hz, 
3H) 1.44 (s, 9H) 2.81 (dd, J=9. 2, 14.4Hz, 1H) 2.88 (dd, J=5. 2, 14. 0 Hz, 1H) 
3.36 (s, 1H) 3.50 (sept, 1=6. 4Hz, 1H) 3.97 (dd, 1=4.8, 8. 8 Hz, 1H) 4.15-4.22 
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fan, 2B3 4.23 (d, J=6. 8Hz, 2H) 7.04 (s, 1H) 7.20 (s, 1H) 



mmm iood) 



BocHN 




C0 2 Et 



Y 



7 x-;h- r v^o^ 5/ y □ >ti^jH7 12 img s n, n- 5? ^ 5P;y* 

H 2ml mWltiWI* 50mg ^in^fco 60-70°Ctcm«#Ufc 

J^7A^n7M:tilU ^+f->-^x^;K6:l)^ffl5Mil«fcD 3-(7-[(fg 
i/7°u tft^x^xxr^ 57mg 

'H-NMR(CDC1 3 ) 5 : 0. 94 (d, J=6. 0Hz, 3H) 1. 15 (d, J=6. 0Hz, 3H) 1.23 (t, J=6. 8Hz, 
3H) 1.46 (s, 9H) 3.01 (dd, 1=8.8, 14. 0Hz, 1H) 3.08 (dd, J=5. 2, 14. 0 Hz, 1H) 
3.49 (sept, J=6. 4Hz, 1H) 4.07 (dd, J=5. 2, 8. 4 Hz, 1H) 4.12-4.19 fan, 2H) 4.60 
(brs, 2H) 5. 01 (br, 1H) 6.72 (s, 1H) 7.13 (s, 1H) 7.39 (d, J=l. 6Hz, 1H) 7.61 
(d, 1=2. 0Hz. 1H) 



L , 3- (7- [ (2, 4-y7 nn^yvVJl/) 75 7] ^?JK> V [b] 7 7 >-5— Y ; W -2- 

y y p -> y □ h° >|g „ 
MS m/e(ESI) 451 Ml 

mm 101 



3608 lOOe) 
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mm 10 ia) 



BocHN 




3- (7- [ (iH7' h ^ i/t> 7 ^ J 3 ^ > V [b] 7 ^ >-5-f ;v) -2— r 

V^n^S/^D fcf^">mx^;i/XX^;i/29mg ^i^;-JWi^il, 10%/\°^>> 
OAil 30mg ^t)P^> 7K^»ffimT> MHT3 0f#b&. KJ&JS#*&&-fe'5 

HD^>V' [b] 7 7 >-5-^ JH -2-^ V 7°D^y 7°D Ht>tXf Jl/X7r 
^ 27mg ^#7Cc 

'H-NMR(CDC1 3 ) 5: 0.99 (d, J=6. 0Hz, 3H) 1.15 (d, J=6. 0Hz, 3H) 1.25 (t, J=6. 8Hz, 
3H) 1. 45 (s, 9H) 2. 85 (dd, J=8. 4, 14. 0Hz, 1H) 2. 92 (dd, J=4. 8, 14. 0 Hz, 1H) 
3.17 (t, J=5. 2Hz, 2H) 3.50 (sept, J=6. 0Hz, 1H) 3. 98 (dd, J=4. 8, 8. 4 Hz, 1H) 
4.13-4.20 (m, 2H) 4.24 (brs, 2H) 4.57 (t, J=5. 2 Hz, 2H) 4.97 (br, 1H) 6.91 
(s, 1H) 7. 00 (s, 1H) 

mmm ioiw 




3- (7-[(SSH^h^r>'*;i/#-;W 75 y] ^^;U-2, 3-yt Fn^>v'[b]77> 

-5-<;w-2— r vyn^^->ypt 0 ^->mx^;i/x7.-T-;i/^ffi^Tii»j 38 

©*Mil, S-(7-[(2,4-y^DP^>yVJH7Sy]^fJK 3-2* fc Hn^ 
>V [b] 7 5 >-5— T;W -2— T V 7"n^y7n 
MS m/e (ESI) 481 (MH + ) 
gjjgsjgl 102 
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n»j87 tmm<Djife7:mwis. 3- [2, a-v* h^-z-{[^-^)v-i-y x.- 

MS m/e (ESI) 499 (MH + ) 

mmm 103 



0 




«M88 £P#S©;£8r«3U 3- [2, h=^>-5- ( [ (4-*^)l-2-7 x~ 

MS m/e (ESI) 499 (MH + ) 

mmm 104 




nsis^j89 tmm^mxmm^ 3- [3, 4-5?* ~>-5-a (4-^^-2-^ x = 

MS m/e (ESI) 499 (MH + ) 
gj»J 105 



0 




«M90 t^O^WIL, 3-13-7*0^-4-^ h^£>-5- ([(4-^^-2-7 
x-;i/-l. 3-f77-^-5-^f;H^)^rjl/] 75 7/^JH 7ir;H-Ky7°P 

MS m/e (ESI) 548 (MH + ) 
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mmm log 




mmm 91 Lmnwjsm-ewmv, 3-[3->xy-4-* h^->-5-([(4-^^;i/-2--7 

MS m/e (ESI) 494 (MH + ) 
gli 107 



3-f 77-JV-HJW ^j^^JW 7S; / f JW 7i-JW] 



HMM93 tlsI#07jfeT^aU> 3-[4-xh^~>-3-([(4-^^;P-2-^x;-;V- 

l, 3-?77-;H--fJW 75 / *3\>H y^-M -2— r v7o^y 

MS m/e (ESI) 483 (MH + ) 
&2jM 109 




MS m/e (ESI) 439 (MH + ) 



HMffU 108 




19 1 



WO 02/080899 



PCT/JP02/03006 




r 



MS m/e (ESI) 497 (MH f ) 



/k 1 

IHMM95 £IM<D7?&T#ISU 3- [4— T V^n^->-3-([ (4-^^-2-7 a: 

MS m/e (ESI) 497 (MH + ) 
jjj 111 



*WJ96 t^io^MIU. 3-[4->^n^>^;U^->-3-([(4-^^- 

7P^y7'n tf^->M^t#fco 
MS m/e (ESI) 523 (MH + ) 
Hi 112 



0 
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MMM 97 tmm.cDjj&T:%km^ 3- H- (4-7J^d 7 x-JH -3- ( [ Jh 
MS m/e (ESI) 533 (MH + ) 

mmm 113 



nmmvs tmrno^m-cmmv, 3-[4-(4-^u;w-3-([(4-^^;i/-2-^^-;i, 

MS m/e (ESI) 505 (MH + ) 

iii ii4 



H»J99 fcl^Dzfcfcnr&SU 2— TVyP*^F~>-3-[6-^ h^F->-5-([(4-^ 

?;h-7x ^77-;h-<;w tvitf-M 75;^fjn -3-t° u $? 

MS m/e (ESI) 470 (MH + ) 

mmm lis 
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mmm 100 tmrn^mx-mmv, 2-r y ^n^^^- [7- ( [(4-^?jh-7x 

MS m/e (ESI) 479 (MH + ) 



MS m/e (ESI) 480 (MH + ) 



mmmw tmm^m-n-mmv, 3- (3- [ (2-^ p n-4-yn^+y^>^ jw 7 

57]/ 5P;V-4-x h^>7x n;W -2--f 77n^y7Dt°t 
MS m/e (ESI) 498 (MH + ) 

mmm 1 1 8 



^»!i93 tmm.<D^m^mwv. 3- (3- 1 (2-^ n 0-4-^ 7 7n^^y^ > v*< 

;W75/]^ 3^-4-x h ^ i> 7 x. — ; W -2— r V7n^y7nt:t>i^ #7c 0 
'H-NMR (CDCI3) <5: 1.04 (d, J=6. 0Hz, 3H) 1.15 (d, J=6. 0Hz, 3H) 1.34 (d, J=6. 0Hz, 
6H) 1.43 (t, 3=1. 2Hz, 3H) 2.90 (dd, J=8. 0, 14.0Hz, 1H) 3. 06 (dd, J =4. 4, 14.0 
Hz, 1H) 3.57 (sept, J=6. 0Hz, 1H) 4.06 (q, J=7. 2Hz, 2H) 4.11 (dd, J=4. 4, 8.0Hz, 



0 





CI O 
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1H) 4.56 (sept, J=6. OHz, 1H) 4.62 (d, J=5. 6Hz, 2H) 6.79 (d, J=8. 8Hz, 1H) 6.81 
(dd, 1=2. 4, 8. 4Hz, 1H) 6. 87 (d, J=2. 8Hz, 1H) 7. 07 (br, 1H) 7. 12 (dd, 1=2. 4, 
8. 4 Hz, 1H) 7. 23 (d, J=2. 4Hz, 1H) 7. 74 (d, J=8. 4Hz, 1H) 
MS m/e (ESI) 478 (MH + ) 

mmm 119 



3H^93 tl^iO^MIU, 3-(3-[(2-^DD-4-y^DO?M^y^ 
>vV;W75 7]/ 5P;p-4-x h ^ s> 7 x n; V) -2--Y y 7' n :/n tf 3- >m £ 

>H-NMR(CDC1 3 ) <5: 1.04 (d, 1=6. OHz, 3H) 1.15 (d, J=6. OHz, 3H) 1.43 (t, 1=7. 2Hz, 
3H) 1.61-1.65 (m, 2H) 1.74-1. 94 (m, 6H) 2.90 (dd, J=8. 0. 14. OHz, 1H) 3.05 (dd, 
J=4. 4, 14. 0 Hz, 1H) 3. 57 (sept, J=6. OHz, 1H) 4. 06 (a, J=7. 2Hz, 2H) 4. 10 (dd, 
J=4. 4, 8. OHz, 1H) 4. 62 (d, J=5. 6Hz, 2H) 4. 74-4. 77 (ra, 1H) 6. 78 (d, J=8. OHz, 
1H) 6. 80 (dd, 1=2. 4, 8. 4Hz, 1H) 6. 86 (d, 1=2. 4Hz, 1H) 7. 08 (brt, J=5. 6Hz, 1H) 
7. 12 (dd, 1=2. 4, 8. 4 Hz, 1H) 7. 23 (d, 1=2. 4Hz, 1H) 7. 73 (d, J=8. 4Hz, 1H) 
MS m/e (ESI) 504 (MH + ) 

mmm 120 

p 



mmmn tmrnv^m-zmmv, 3-3- [ ( [2- (4-^ ? ;v7 x-;w -4-^ f^-i, 3- 

'H-NMR (CDCI3) 6: 1.06 (d, J=6. OHz, 3H) 1.17 (d, 1=6. OHz, 3H) 1.48 (t, J=7. 2Hz, 
3H) 2.04 (s, 3H) 2.71 (s, 3H) 2.92 (dd, 1=8.0, 14.0Hz, 1H) 3.06 (dd, 1=4.4, 
14.0 Hz, 1H) 3.59 (sept, 1=6. OHz, 1H) 4.08-4.13 On, 3H) 4.59 (d, J=5. 6Hz, 2H) 
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4.74-4.77 fa, 1H) 6.53 (brt, J=6. 4Hz, 1H) 6.81 (d, J=8. 4Hz, 1H) 7.13 (dd, 1=2. 4, 
8.4Hz, 1H) 7.21 (d, J=2. 4Hz, 1H) 7.24 (d, J=8. 0 Hz, 2H) 7.80 (d, J=8. 4Hz, 2H) 
MS m/e (ESI) 497 (MH + ) 

mmm 121 



$mm 93 tuscD^ft-esaib, 3-3- [ ( [2- (2-^ □ o 7 i-jw -4-^ 3- 

^*^7'oh't>i^o 

'H-NMR (CDCI3) <5: 1.06 (d, J=6. 0Hz, 3H) 1.17 (d, J=6. 0Hz, 3H) 1.48 (t, J=7. 2Hz, 
3H) 2. 75 (s, 3H) 2. 92 (dd, J=8. 0, 14. 0Hz, 1H) 3. 06 (dd, J=4. 4, 14. 0 Hz, 1H) 
3.59 (sept, J=6. 0Hz, 1H) 4.08-4.13 (m, 3H) 4.60 (d, J=6. 0Hz, 2H) 6.61 (brt, 
1=6. 4Hz, 1H) 6. 82 (d, J=8. 4Hz, 1H) 7. 14 (dd, 1=2. 4, 8. 4Hz, 1H) 7. 22 (d, J=2. 4Hz, 
1H) 7.35-7.40 (m, 1H) 7.48-7.51 (m, 1H) 8.24-8.27 fa, 1H) 
MS m/e (ESI) 516 (MH + ) 



mmm 93 iimmo^m-vmrnv, 3-3-[i[2-(BDn7i=;n^^i, 3- 

f7V-JH-^ M ti )Vt$~)V7 5 7 ) ^ 5P;H -4-x h 3p ~> 77 x. —J\s-2--( V T^n 



'H-NMR (CDCI3) <5: 1.06 (d, 1=6. 0Hz, 3H) 1.17 (d, J=6. 0Hz, 3H) 1.48 (t, J=7. 2Hz, 
3H) 2.71 (s, 3H) 2.92 (dd, 1-8.0, 14. 0Hz, 1H) 3.06 (dd, 1=4.4, 14. 0 Hz, 1H) 
3.59 (sept, 1=6. 0Hz, 1H) 4.08-4.13 fa, 3H) 4.59 (d, 1=6. 0Hz, 2H) 6.54 (brt, 
J=5. 6Hz, 1H) 6.82 (d, J=8. 4Hz, 1H) 7. 14 (dd, 1=2.4, 8. 4Hz, 1H) 7.21 (d, J=2. 4Hz, 
1H) 7.41 (d, J=8. 8Hz, 2H) 7.86 (d, J=8. 8Hz, 2H) 




MM 122 
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MS m/e (ESI) 516 (MH + ) 



mm 123 




Cf 



0 



C0 2 H 



titC^MIb, 3-3-[([2-(2,4-f/^7Pn7^-JW-4-^^Jl/ 
-1, 3-f77-;k-5-^JW*i^-;i'75;) *3\;M -4-xh^^7in;V-KV 

MS m/e (ESI) 551 (MH + ) 

mmm 124 



^»J93 t^«©^WIL. H-xb^y-3-[([4-^W-(2-fx- 

;w -i, 3-f7y-;H--< ;w tj)v^-)VT s;)^ 7 m v 7°n^ 

'H-NMR(CDC1 3 ) 6: 1.06 (d, J=6. OHz, 3H) 1.17 (d, J=6. OHz, 3H) 1.47 (t, J=7. 2Hz, 
3H) 2. 05 (s, 3H) 2. 92 (dd, J=8. 0, 14. OHz, 1H) 3. 06 (dd, J=4. 4, 14. 0 Hz, 1H) 
3.57 (sept, J=6. OHz. 1H) 4.08-4.13 (m, 3H) 4.58 (d, J=5. 6Hz, 2H) 6.50 (br, 
1H) 6. 82 (d, J=8. OHz, 1H) 7.09 (dd, J=3. 6, 5. 2Hz, 1H) 7.13 (dd, J=2. 4, 8.0Hz, 
1H) 7. 21 (d, J=2. OHz, 1H) 7. 48 (ddd, J=l. 2, 5. 2, 33. 6 Hz, 1H) 
MS m/e (ESI) 489 (MH*) 

mmm 125 

CI p 0 



MM94 £mffi<D%m~cmmis* 3- (3- [ (2-^ n n-4-7°a^y^>vV;W 7 
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5 J ] * ^)V-A-y° D^y7i -M -2-1 7 ~7° u ~> y° u >m&&fto 
MS m/e (ESI) 492 (MH + ) 



$ J ] ^ 5^-4-f V 7°n^i/7i^) -H V 7°n^y 7°n t: t>t$f fco 
'H-NMR (CDC1 3 ) 5: 1.04 (d, J=6. 0Hz, 3H) 1.05 (t, J=7. 2Hz, 3H) 1.16 (d, J=6. 0Hz, 
3H) 1.33 (d, J=6. 0Hz, 6H) 1.79-1.87 (m, 2H) 2.90 (dd, J=8. 0, 14. 0Hz, 1H) 3.06 
(dd, J=4. 4, 14.0 Hz, 1H) 3.57 (sept, J=6. 0Hz, 1H) 3.95 (t, J=7. 2Hz, 2H) 4.11 
(dd, J=4.4, 8.0Hz, 1H) 4.56 (sept, J=6. OHz, 1H) 4.63 (d, J=7. OHz, 2H) 6.79 
(d, J=8. 8Hz, 1H) 6.81 (dd, J=2. 4, 8. 8Hz, 1H) 6.86 (d, J=2. 8Hz, 1H) 6.99 (br, 
1H) 7.11 (dd, J=2.4, 8. 4Hz, 1H) 7.23 (d, J=2. OHz, 1H) 7.72 (d, J=8. 4Hz, 1H) 
MS m/e (ESI) 492 (MH*) 



MS m/e (ESI) 518 (MH f ) 




MM 127 
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mmmM tuo^TiiL, 3-3- [ ( [2- (4-^ ^ 7 1 - jw -4-^ 1, 3- 

f7V*-J^5-< M # Jl/fcjVX == J ) -4-7°D*+y7x-JH-< V7° 

'H-NMR(CDC1 3 ) 5: 1.06 (d, 1=6. OHz, 3H) 1.09 (t, J=7. 2Hz, 3H) 1.17 (d, J=6. 0Hz, 
3H) 1.82-1.91 (m, 2H) 2.40 (s, 3H) 2.71 (s, 3H) 2.92 (dd, 1=8.0, 14.0Hz, 1H) 
3. 06 (dd, 1=4. 4, 14. 0 Hz, 1H) 3. 59 (sept, J=6. 0Hz, 1H) 3. 99 (t, J=6. 8Hz, 2H) 
4.12 (dd, J=4. 4, 8.0Hz, 1H) 4.59 (d, J=6. 0Hz, 2H) 6.46 (brt. 1=6. 4Hz, 1H) 6.82 
(d, J=8. 2Hz, 1H) 7. 14 (dd, 1=2. 4, 8. 8Hz, 1H) 7. 22 (d, 1=2. 4Hz, 1H) 7. 24 (d, 
J=8. OHz, 2H) 7. 80 (d, J=8. 4Hz, 2H) 
MS m/e (ESI) 511 (MH f ) 

CI 0 



mmm u tmmo^^mmv, 3-3-[([2-(2-^dd7x-jh-4-/^h, 3- 



'H-NMR(CDC1 3 ) 6 : 1.07 (d, 1=6. OHz, 3H) 1.09 (t, J=7. 6Hz, 3H) 1.17 (d, J=6. OHz, 
3H) 1.85-1.91 (m, 2H) 2.74 (s, 3H) 2.92 (dd, J=8. 0, 14. OHz, 1H) 3.06 (dd, J=4. 4, 
14.0 Hz, 1H) 3.59 (sept, 1=6. OHz, 1H) 3.99 (t, J=6. 4Hz, 2H) 4.12 (dd, J =4. 4, 
8.0Hz, 1H) 4.60 (d, J=6. OHz, 2H) 6.57 (brt, 1=6. 4Hz, 1H) 6.82 (d, J=8. 4Hz, 
1H) 7. 14 (dd, J=2. 4, 8. 4Hz, 1H) 7. 22 (d, J=2. 4Hz, 1H) 7. 35-7. 40 (m, 2H) 
7.48-7. 51 (m, 1H) 8. 24-8.27 On, 1H) 
MS m/e (ESI) 531 (MH + ) 
mMM 130 
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HWJ94 tiio^raiL, 3-3- [ ( [2- (4-^ o n 7x~JW -4-/f;hl, 3- 
n ^ ~>^n h° * o 

'H-NMR (CDCl 3 ) 5: l. 06 (d, J=6. 0Hz, 3H) l. 08 (t, J=7. 6Hz, 3H) l. 17 (d, J=6. 0Hz, 
3H) 1. 84-1. 89 (m, 2H) 2. 70 (s, 3H) 2. 92 (dd, J=8. 0, 14. 0Hz, 1H) 3. 05 (dd, J =4. 4, 
14. 0 Hz, 1H) 3. 60 (sept, J=6. 0Hz, 1H) 3. 99 (t. J=6. 4Hz, 2H) 4. 12 (dd, J=4. 4, 
8.0Hz, 1H) 4.59 (d, J=5. 6Hz, 2H) 6.49 (brt, J=6. 4Hz, 1H) 6.82 (d, J=8. 4Hz, 
1H) 7.14 (dd, J=2.4, 8. 4Hz, 1H) 7.21 (d, J=2. 4Hz, 1H) 7.41 (d, J=8. 8Hz, 2H) 
7. 85 (d, J=8. 8Hz, 2H) 
MS m/e(ESI) 531 (MH + ) 



M#ii94 ti«©^T«b, 3-3- [([2- (2, 4-y^nn7x-JW-4-^^ 
-l, 3-f7yHV-5-^fJH*M^75y) ^f;H-4-7'n^y7ir;H-< 

7 7°n^y7°nt:t>t^ »7Co 

■H-NMR (CDCI3) <5 : 1.07 (d, J=6. OHz, 3H) 1.07 (t, J=7. 2Hz, 3H) 1.17 (d, J=6. OHz, 
3H) 1. 83-1. 92 On, 2H) 2. 73 (s, 3H) 2. 92 (dd, J=7. 2, 14. OHz, 1H) 3. 06 (dd. J=4. 0, 
14.0 Hz, 1H) 3.60 (sept, J=6. OHz, 1H) 3.99 (t, J=6. 4Hz, 2H) 4.12 (dd, J =4. 4, 
8.0Hz, 1H) 4. 60 (d, J=5. 6Hz, 2H) 6.55 (brt, J=6. 4Hz, 1H) 6.82 (d, J=8. 4Hz, 1H) 
7. 14 (dd, J=2. 4, 8. 4Hz, 1H) 7. 22 (d, J=2. 4Hz, 1H) 7. 36 (dd, J=2. 4, 8. 8Hz, 1H) 
7.51 (d, J=2. OHz, 1H) 8.26 (d, J=8. 4Hz, 1H) 
MS m/e (ESI) 565 (MH + ) 



mm i3i 




mm 132 
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MMM 94 tHi©^MIt> 3-4-7/ntf;^>-3-[ ( [4-^^;V-2- 

)V)-\, v-;w5--r ;n #;i/fc;i,xis /) 7aix;^-2-r y':/n#^ 

MS m/e (ESI) 503 (MH + ) 

j^ffl 133 
CI 

C0 2 H 




«M95 t^oMTjffllb, 3-(3-[(Hnn^a^^^;H7 

'H-NMR(CDC1 3 ) 5: 1.03 (t, J=7. 2Hz, 3H) 1.04 (d, J=6. 0Hz, 3H) 1.16 (d, J=6. 0Hz, 

3H) 1. 35 (d, J=6. 0Hz, 6H) 1. 78-1. 83 (m, 2H) 2. 90 (dd, J=7. 2, 14. 0Hz, 1H) 3. 05 
(dd, J=4. 0, 14. 0 Hz, 1H) 3. 57 (sept, J=6. OHz, 1H) 3. 92 (t, J=6. 4Hz, 2H) 4. 10 
(dd, J=4. 0, 7.2Hz, 1H) 4.56-4.61 (m, 3H) 6.80 (d, J=8. 4Hz, 1H) 6.83 (dd, 1=2.4, 

8.4Hz, 1H) 6.89 (d. J=2. 4Hz, 1H) 7.04 (brt, J=5. 2Hz, 1H) 7. 11 (dd, J=2. 4, 8. 4Hz, 

1H) 7. 23 (d, J=2. 4Hz, 1H) 7. 74 (d, J=8. 8Hz, 1H) 

MS m/e (ESI) 492 (MH + ) 

H«5^l 134 





MS m/e (ESI) 492 (MH + ) 
jgjjfEfll 135 . 
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" \\ T T £ 



C0 2 H 



MMffl 95 t^i©^«U, 3- (3- [ (2-^ D^>^t+y^ 
> ; W X 5 y ] y — r V^n^y7xzjW-2-'fvyD^yynk^ 

'H-NMR(CDC1 3 ) <5 : 1.04 (d, J=6. 0Hz, 3H) 1.16 (d, J=6. 0Hz, 3H) 1.35 (d, J=6. 0Hz, 
6H) 1.61-1.65 (m. 2H) 1.75-1.94 (m, 6H) 2.90 (dd, J=7. 2, 14. 0Hz, 1H) 3.05 (dd, 
J=4. 0, 14.0 Hz, 1H) 3.57 (sept, J=6. 0Hz, 1H). 4. 10 (dd, J=4. 0, 7. 2Hz, 1H) 4.60 
(d, 1=5. 6Hz, 3H) 4.76 (sept, J=6. 0Hz, 1H) 6.80 (d, J=8. 8Hz, 1H) 6.81 (d, J=8. 8Hz, 
1H) 6.86 (d, J=2.4Hz, 1H) 7.05 (brt, J=5. 6Hz, 1H) 7.11 (dd, J=2. 4, 8. 4Hz, 1H) 
7. 23 (d, J=2. 0Hz, 2H) 7. 73 (d, J=8. 8Hz, 2H) 
MS m/e(ESI) 518 (MH + ) 

mMM 136 



$mM95 t^O^rjlll, 3-3- [ ( [2- (4-^^7i-;W -4-^f;hl, 3- 

f7y-;i/-M M t> )v^-)V7 5 j) y j-m -4— r v y°n^ -> 7i=w-^ 

V7D^y7D fcf* >m 

'H-NMR(CDC1 3 ).6 : 1.06 (d, J=6. 0Hz, 3H) 1.17 (d, J=6. 0Hz, 3H) 1.39 (d, J=6. 0Hz, 
6H) 2.40 (s, 3H) 2.71 (s, 3H) 2.91 (dd, J=7. 2, 14. 0Hz, 1H) 3.05 (dd, J=4. 0, 
14.0 Hz, 1H) 3.59 (sept, J=6. 0Hz, 1H) 4.11 (dd, J=4. 0. 7. 2Hz, 1H) 4.56 (d, 
J=5. 6Hz, 2H) 4. 63 (sept, J=6. 0Hz, 1H) 6. 53 (brt, J=5. 6Hz, 1H) 6. 83 (d, J=8. 4Hz, 
1H) 7.13 (dd, 1=2. A, 8. 4Hz, 1H) 7.21 (d, J=2. 4Hz, 1H) 7.24 (d, J=8. 4Hz, 2H) 
7.80 (d. J=8. 4Hz, 2H) 
MS m/e(ESI) 511 (MH + ) 

mmm 137 



Q 
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mmm% tMioMlU 3-3- [ (B- (2-^ □ n 7x-;H -f^^jV-l, 3- 



'H-NMR (CDCI3) 5: 1.07 (d, J=6. 0Hz, 3H) 1.17 (d, J=6. OHz, 3H) 1.40 (d, J=6. OHz, 
6H) 2. 75 (s, 3H) 2. 92 (dd, J=7. 2, 14. 0Hz, 1H) 3. 05 (dd, J=4. 0, 14. 0 Hz, 1H) 
3. 60 (sept, J=6. OHz, 1H) 4. 12 (dd, J=4. 0, 7. 2Hz, 1H) 4. 58 (d, J=5. 6Hz, 2H) 
4.64 (sept, J=6. OHz, 1H) 6.63 (brt, J-5. 6Hz, 1H) 6.83 (d, J=8. 4Hz, 1H) 7.13 
(dd, 1=2.4, 8.4Hz, 1H) 7.21 (d, J=2. 4Hz, 1H) 7.35-7.39 (m, 2H) 7.48-7.50 Cm. 
1H) 8. 25-8. 27 (m, 1H) 
MS m/e (ESI) 531 (MH + ) 



3&&S0!I95 tm&V-fi&VWmV. 3-3- [([2- (2, 4-^nn7x-JW -4- 
-1, 3-?77-;i/-5-f;W ^J^^Jl'JS 7) -4-^77 e n^^y7x^- 
2—f 77"D^y7D tt>M&mc 0 

'H-NMR (CDC1 3 ) <5: 1.07 (d, J=6. OHz, 3H) 1.17 (d, J=6. OHz, 3H) 1.40 (d, J=6. OHz, 
6H) 2. 74 (s, 3H) 2. 92 (dd, J=7. 2, 14. OHz, 1H) 3. 05 (dd, J=4. 0, 14. 0 Hz, 1H) 
3.60 (sept. J=6. OHz, 1H) 4.12 (dd, J=4. 0, 7. 2Hz, 1H) 4.56 (d, 3=5. 6Hz, 2H) 
4.64 (sept, J=6. OHz, 1H) 6.63 (brt, J=5. 6Hz, 1H) 6.83 (d, J=8. 4Hz, 1H) 7.13 
(dd, J=2.4, 8.4Hz, 1H) 7.21 (d, J=2. 4Hz, 1H) 7.36 (dd, J=2. 0, 8. 4Hz, 1H) 7.51 
(d, 1=2. 4Hz, 1H) 7. 26 (d, J=8. 8Hz, 2H) 
MS m/e (ESI) 565 (MH + ) 
m&M 139 




CI 



0 
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MS m/e (ESI) 503 (MH + ) 
gjg 140 




57]^ W4- ^ n ^ >5 L ;]/^ -> 7 x. - M -2— r V ^ n v- zf u M Or >M 

MS m/e (ESI) 513 (MH + ) 
Hi 141 




mmm% t^O^rail, 3- (3- [ (2-7 □ n-M V7n^y^>W 
JW75/]^ 5=-;U-4-~>^ p ^ y^Jltt i/ 7 x -2— f V 7°nh°t 

MS m/e (ESI) 518 (MH + ) 
142 
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H«J96 tmm<D^m-cmmL, 3- (3- [ (2-^ n n-4-i/^ >?jVt+y^ 

MS m/e (ESI) 544 (MH + ) 
143 




HJ6M96 tWJMil, 3-3-[([2-(4-^^;l/7^-;W-4-^^;i/-l, 3- 

-2— r v y°u ->^n tr >m &mtz 0 

'H-NMR(CDC1 3 ) 6 : 1.06 (d, J=6. 0Hz, 3H) 1.17 (d, J=6. 0Hz, 3H) 1.65-1.69 (m, 2H). 
1.77-2.10 (m, 6H) 2.40 (s, 3H) 2.71 (s. 3H) 2.91 (dd, J=7. 2, 14. 0Hz, 1H) 3.06 
(dd, J=4. 0, 14.0 Hz, 1H) 3.59 (sept, J=6. 0Hz, 1H) 4.11 (dd, J =4. 0, 7. 2Hz, 1H) 
4.54 (d, J=5. 6Hz, 2H) 4.82-4.85 On, 1H) 6.44 (br, 1H) 6.82 (d, J=8. 4Hz, 1H) 
7. 12 (dd, J=2. 4, 8. 4Hz, 1H) 7. 20 (d, J=2. 4Hz, 1H) 7. 24 (d, J=7. 2Hz, 2H) 7. 80 
(d, J=8. 0Hz, 2H) 
MS m/e (ESI) 537 (MH1 
HMffi 144 
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-2— r y^o^->^a b°^->m^#7c 0 

MS m/e (ESI) 557 (Mff) 
HIM 145 



MS m/e (ESI) 557 (MH + ) 
146 



m&MM t^iO^ST'UlL, 3-3-[([2-(2,4-> ? ^an7ac-;l/)-4-^^JV 
-1, 3-f ^J^n^75 7 ) ;>WM -4-i>^P^>^;^^r->7 

MS m/e (ESI) 591 (MH + ) 
jjj 147 



*»J96 t^|(D»lib, 3-4-^#n^>^;!/^i>-3-[([4-;*3\>V- 
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MS m/e (ESI) 529 (MH + ) 



mmmds 3- [3- [ (2-^ ^^>^ jh 7 

5 7] *^)V-4- (2-7 U;W 7i-;H -2— f yyn^^r^yn tf^>^^#fe. 
MS m/e (ESI) 500 (MH + ) 
Hi 149 



mmmn hmm^m-cmm^ 3- [3- [ (2-^ □ d-w y 7°n^^>y^ 

;W75/] 7 3^-4- (2-7 U ;W 7x-JH -2— T V7a^->7n tf^>^^#fc 0 
MS m/e (ESI) 500 (MH + ) 
150 



IWJ98 tMlC^Tlll, 3-[3-[(2-^pd-4->^p^>5 1 ;^^>'^ 
> \Af JW75/]^ ^;V-4- (2-7 U J W 7 =c n JV] -2--f V 7° u zszf n tf ^- >M 

MS m/e (ESI) 526 (MH + ) 
151 
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0 




mmmn t^i©^«i, 3-4-(2-^u;w-3-[([4-^^;p-2-(4-^^ 

MS m/e (ESI) 519 (MH + ) 
Hl^l 152 



98 tf^I©^TjaiIb, 3-4- (2-7 u ;w -3- [ ( [4-^;V-2- (2-7 o D 

□ ^y7P t°^>^^t#7t 0 
MS m/e (ESI) 539 (MH + ) 
gjj 153 
MM 153a) 



mmi 97 tl^«(D7jSlr 3- (3- [ (IH7 h^>#Jl^- JW) 75 73 *5PJl/-4- 
[ ( h U 7;i^ p ^ t^i/7iz;n -2- (2-^x-;w t°p#^ 



'H-NMR(CDC1 3 ) 5: 1.01 (d, J=6. 0Hz, 3H) 1.18 (d, J=6. 4Hz, 3H) 1.27 (t, J=7. 2Hz, 
3H) 1.46 (s, 9H) 2.91-3.06 (m, 2H) 3.51 (sept, J=6. 4Hz, 1H) 4.10 (dd, J=4. 8, 
8. 8 Hz, 1H) 4. 16-4. 24 (m, 2H) 4. 40 (d, J=5. 6Hz, 2H) 4. 69 (br 1H) 7. 01 (d, J=6. 0Hz, 
1H) 7. 08 (d, J=5. 2Hz, 1H) 7. 13-7. 20 On, 2H) 7. 24-7. 35 (m, 2H) 

mmrn 
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ji&m^T, miMMM tmm\z$mv, 3-[3-[(u-^^od^>^jh75;] 

MS m/e (ESI) 492 (MH 4 ) 
gIMffJ 154 



153 i^tffill, 3- [3- [ (2-^ D D-f^n^^v^ >^ JW 75 7 ] 
(2-5^x-JW 7izjH -2-f V7d^>7d t°^>^^#fe 0 
MS m/e (ESI) 516 (MH + ) 

mm 155 



MS m/e (ESI) 516 (MH + ) 
gUM 156 
§OS#tl 156a) 



ii$J 97 £[^©77^3- (3-[(lE7>4yijM-iH 7^7] 75^-4- 





IJ£M 153 t^ilillL, 3-[3-[(2-7on-4-f77 
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UbV7 )]/3r u 7 5=-;W 7 JV7 * — ;w ^ ->7i — ;w -2- (5-7 ^;i/-2~? x n ;w 

'H-NMR(CDC1 3 ) 6: 1.01 (d, 1=6. 0Hz, 3H) 1.17 (d, J=6. 4Hz, 3H) 1.25 (t, J=7. 2Hz, 
3H) 1.46 (s, "ST 2. 51 (s, 3H) 2.91-3.05 (m, 2H) 3.51 (sept, J=6. 4Hz, 1H) 4.07 
(dd, J=4. 8, 8. 8 Hz, 1H) 4. 18-4. 29 (m, 2H) 4. 40 (br, 2H) 4. 70 (br 1H) 6. 73 (s, 
1H) 7. 11-7. 19 (m, 2H) 7. 23-7. 30 (in, 2H) 
mffiffl 156b) 




3-(3-[(^H^h^r->^;vfc;w 75;] ;?;H-[(h'j7MD/?jw 

7t-JH^y7x"JH-2- (5-^^;L-2-^x-;!/) 7°n#^>-7 0 o >H 
^;vx^^;i/^ffiv^xH«J 153 tmm\zmm^ 3-[3-[(2,4-^^nn^>^ 
JW75 7] ^5 L JH-(5-/5 : iH-5 1 x^W7x-JH -2-f V7°n^y7 0 nh* 

MS m/e (ESI) 506 OUT) 
jij 157 




§fe»J 156 chl^tlMPlU 3-[3-[(2-7no-4-7'D*+y^>7VJH 75 7] 
7 J-fr-i- (5-7 ^;i/-2-^x-;W ^ - ;W -2~f V 7"a^y^D b? ^- >m£f# 

MS m/e (ESI) 530 (MH + ) 
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MS m/e (ESI) 530 (MH + ) 

mmm m 

fij&ftl 159a) 



C0 2 Et 




[ ( h U y)V^u *?-M W7*~M tt'>7i-M -2- (5-^ o o-2-^x~;M 

'H-NMR (CDCI3) <5 : 1.00 (d. J=6. 0Hz, 3H) 1.17 (d, J=6. 4Hz, 3H) 1.25 (t, J=7. 2Hz, 
3H) 1.45 (s, 9H) 2.51 (s, 3H) 2.91-3.05 Cm. 2H) 3.50 (sept, J=6. 0Hz, 1H) 4.08 
(dd, J=4. 8, 8.8 Hz, 1H) 4.21-4.24 (m, 2H) 4.38-4.41 (m, 2H) 4.69 (br 1H) 6.78 
(d, J=3. 6Hz, 1H) 7. 17-7. 20 (m, 2H) 7. 25 (d, J=8. 0Hz, 1H) 7. 31 (s, 1H) 

mrnm mw 




3-(3-[(^H7>+y*^^K 75 7] ;* 3=-;U-4- [ ( h U 7)V-*U*^)V) XJU 
7*~M t+->7i=JH -2- (5-7nn-2-?irjH -funis'? u k°^->Mx 
^X7rJ^ffl^TWJ 153 ^ITOtliMU 3-[3-[(2,4-y7PO^>7 , 'f 
JH75 7] ^^;W4- (5-^7 d n-2-^x-;u) 7xnjH-Ky7'D^>7'ok a 

211 
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MS m/e (ESI) 526 (MH + ) 




OH 



mmmm tmmimmv, 3- [3- [ (2-^ d □-4-7°n^y^>wjw 75 y] 

fee 

MS m/e (ESI) 550 (MH + ) 
161 



H»>l 159 hmmiz&mv, 3- [S- [ (2-7 □ n-4-f V 7°n *^y-s >y-f jV) 7 
5 A ^)V-A- (5-^ d n-2-^x-;W 71-JH -2— f V^d^^^d h°^->m 

MS m/e (ESI) 550 (MH>) 

a»y 162 

mn&m 162a) 



iffiiSM 97 tmmcD^&X' 3- (3-[(IE7> + y*M^JW ^^;W4- 
[(h'J7Mn/?jw x;V77^-;H ^->77ai-;W-2-(4-^^;i'-2-^xxJW 
7n^y7n tf^->mx^JVX7;5"^^t#7c 0 

'H-NMR (CDC 1 3 ) 6 : 1.00 (d, 1=6. 0Hz, 3H) 1.17 (d, J=6. 4Hz, 3H) 1.26 (t, J=7. 2Hz, 
3H) 1.45 (s, 9H) 2.29 (s, 3H) 2.94-3.05 (m, 2H) 3.54 (sept, J=6. 0Hz, 1H) 4.08 
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(dd, J =4. 8, 8. 8 Hz, 1H) 4. 12-4. 24 (m, 2H) 4. 40 (br, 2H) 4. 70 (br 1H) 6. 82 (s, 1H) 
7.14-7.19 On, 2H) 7.28 (d, J=9. 6Hz, 1ED 7.31 (s, 1H) 




3- (3- [ (i£7* h * 75 7] X ^)V-4- [(h'J7MD^ X Jl 
y*~M t+'>7x=M -2- (4-^^;W2-^x~;W 7'P^y7'nt:t>ili 
^;Px7,^;k^ffl^TII»J 153 illlilfcMU 3- [3- [ (2, 4-1? 9 u n^>vV 
M 75y]^fJH- (4-7^;i/-2-^x~;W 7xZJW-2-^y7'n^y7°Oh° 

MS m/e (ESI) 506 (MH + ) 




^^ ;]/ _4_ (4-^^jh2-^xrjW 7x"JH -2— f V7'n^77'D tt>m&& 
ft. 

MS m/e (ESI) 530 (MH + ) 
jjj 164 




s«M 162 tifllfcffliL, 3-[3-[(2-^nn-4-< y7 , o^^>>/<jl/) T 
5/] ^^;i'-4-(4-^^;U-2-^x-;W 7I-JH-2- f V/dt^^v^d tf^->^ 



WO 02/080899 
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MS m/e (ESI) 530 (MH + ) 



mm 165 



BocHN 




G0 2 Et 



r 



97 ti^jiT 3- (3- [ (lE7>^y*Mz;W 757] ^JV-4- 
[( h U 7)Vlru^M 7s)V7*—M ^y7i-JH -2- (3-5^x-jy) :/n4^ 
^7°nb°:^>@£x^x;^;P£f#fc 0 

'H~NMR(CDCI 3 ) <5 : 1.01 (d, J=6. 0Hz, 3H) 1.17 (d. J=6. 4Hz, 3H) 1.27 (t, J=7. 2Hz, 
3H) 1. 44 (s, 9H) 2. 95-3. 06 (m, 2H) 3. 55 (sept, J=6. 0Hz, 1H) 4. 09 (dd, J=4. 8, 
8.8 Hz, 1H) 4.14-4.25 (m, 2H) 4.32 (d, J=5. 6Hz, 2H) 4.64 (br 1H) 7.10-7.11 
(m, 1H) 7. 18-7. 25 (m, 3H) 7. 30 (s, 1H) 7. 37 (dd. J=2. 1, 5. 2Hz, 1H) 



S 

3-(3-[(lE7> + y*^») 75 7]7^H-[(h'J 7Mu*7M XJl 
7 it ~M v 7 x - ;W -2- (3-5FX — M 7° u is 7°n t"t>ti^X7> 5=- 
;i/£JSV>T^li6M 153 tHit®lL, 3- [3- [(2, 4-y^DD^>^JH 75 7] 
^^;p_ 4 _ (3-^ x -;W 7i-JH -2— T V 7n^y^o ¥jr>M&nfr B 
MS m/e (ESI) 492 (MH + ) 
^HM 166 



s 

165 ilRl«^3gL, 3-[3-[(2-7DD-4-7°D^y^>WJH75y] 

2 14 
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MS m/e(ESI) 516 (MH + ) 

mmm 167 



MM 165 tmmizmmh, 3-[3-[(2-;7 0n-4— T V7 J 0^y^>^jW T 

MS m/e (ESI) 516 (MH + ) 
168 

fiWll 168a) 



m&m 97 ^^#©73^-^3- (3-[(l£7h + y*M-JH 757] 73^-4- 

>H-NMR (CDC1 3 ) 5 : 1.00 (d, J=6. 0Hz, 3H) 1.17 (d, J=6. 0Hz, 3H) 1.27 (t, J=7. 2Hz. 

3H) 1. 45 (s, 9H) 2. 93-3. 04 (m, 2H) 3. 54 (sept, J=6. 0Hz, 1H) 4. 08 (dd, J=6. 8, 

8. 0 Hz, 1H) 4. 18-4. 26 (m, 2H) 4. 30-4. 41 (m, 2H) 4. 67 (br 1H) 6. 52 (d, J=4. 0Hz, 

1H) 7., 13-7. 19 (m, 2H) 7.25-7.28 (m, 2H) 7.49 (d, J=4. 0Hz, 1H) 
mt&M 168b) 



3-(3-[(lE7>^y*M-)H 757] ^f;N-[(MJ7MD/^H 7JI/ 



£ffl^TH»J 153) tiltlSU 3-[3-[(2,4-y^nn^>7^JH 757] 7 






7 * ~M 3-*^?x. -)V) -2- (3- -y u ;w 



2 15 
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J-)V-A- (3-7 U;W 7I-JH-M V7 , D^^7°Dfft>f^fc 
MS m/e (ESI) 476 (MH + ) 
g| 169 




168 tffiiail^ 3- [3- [ (2-^ o n-4-7o#*y^>^ JW 75 7] 



*^)\r-A- (3-7 u ;w 7x=;H -2- 
MS m/e (ESI) 500 (MH + ) 

mmm no 

0 




F 0 




168 tmmzmmv, 3-[3-[(2-^no-Hv 
5 7] 7^;i/-4- (3-7'j;W 7I-JW-2H" 
MS m/e (ESI) 500 (MH + ) 
jUMFil 171 

0 

°- 

f r^s 

HMM 153 tmnizmwi-. 3-[3-([2-7MD-4-( h 'J 7MP/^;W 
-OH 75/^?;H -4- (2-?X~;M 7x-JH -2~f 7 7°D^y7 0 o h:^->m^ 

MS i/e (ESI) 510 (MH + ) 
M 172 

0 




2 16 
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HASH 153 tmmizmmh, 3-[3-[(2-^nn-4-e/^n^>5Pjl/^^>^>vV 
)V) 75/] *3\JW4- (2-^x-jV) 7i-JH-HV^n^^y^nlft>l^# 

MS m/e (ESI) 542 (MH + ) 
173 




SH«J 153 tmmzWmh, 2-^ V 7°D^^y-3- [3- [ ( [4-^^JV-2- ^ 

MS m/e (ESI) 535 (MH + ) 
174 



F 0 0 




mmm 156 i^l:IIb, 3-[3-([2-!7;i,:*nHMMJ:7;i/:*n/3\>W^>v/' 
-f;W 75//f;W -4- (5-/3^-2-^Xx;M 7x-JH-2^V7 1 D^y7D 

MS m/e (ESI) 524 (MH + ) 
lli 175 




H»!l 156 3-[3-[(2-^nn-4->^n^>^;^^S/^>vV 
;W 75/]/ ^)V-A- (5-/ ^;i/-2-^x - ; V) y ^ ~M -2—f V n v 7° n h: 

2 17 
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MS m/e (ESI) 556 (MH + ) 
Hi 176 




mmm m tMSMi. 2-^ v7°o^^y-3- [3- [ i m-^^h- (4-^? 

MS m/e (ESI) 549 W) 

mmm m 



F Q 0 




^»!]159 i^fcjUll, 3- [3- ( [2-7 ( h 'J 7^0^^) 
-iMTS.J (5-7 □ 7 xn;H -2-^ 77n^y7o 

MS m/e (ESI) 544 (MH*) 
gjj 178 




159 ^iiCjaiU, 3- [3- [ (2-^ d n-fy 7 n^>f JVt^y^>^ 
MS m/e (ESI) 576 (Mff) 

mmm 179 

2 18 
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Q 




CI 



7x-;H -1, 3-^7\7-;W5—OM *M^7i7) jWH -A- (5-* d n-2-^ 

MS m/e (ESI) 569 (Mff) 
ggflSM 180 




•iM 75 J * 5P;M -4- (4-> ^;U-2-5Pxn;V) 7x-Jk] -2~f V 7°n#^->y □ 

MS m/e (ESI) 524 (MH + ) 
»M 181 




ffe»J 162) iBI«Cj!!lIU 3- [3- [ (2-^7 □ o-4-y i7 D^>?;l/^y^>^ 
M 757] *^)V-A- M-^^;U-2-^x-;W 7j-JH -KvyD^i/ynf 

MS m/e (ESI) 556 (MH + ) 



219 
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0 




mmmm tmmzumv, 2-r y y n^^i/-3- [3- [ ( [4-^ ?;i/-2- (4-^ 

MS m/e (ESI) 549 (MH + ) 
183 




MS m/e (ESI) 510 (MH + ) 




HJSM165 ^iilllll, 2— T y7°P#^r^>-3-[3-[([4-^5 : -;V-2-(4-^^;i' 



2 2 0 



WO 02/080899 
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7x-JH-l, 3-^7l/-;i/-5— (M%)V7t>-)l75.y) ^^M -4- 7 

MS m/e (ESI) 535 (Mff) 
ill 186 




168 tmmizmmh, 3-[3-([2-7;>tn-4-(bu 7;i/:TPyWW ^>v* 

<jH75 7 -4- (3-7 U ;M 7x -2-f V ^n^v^n tf:tf->g|£f# 

MS m/e (ESI) 494 (MH + ) 

Hi^a 187 



CI 0 




H»d 168 tmmzmmV, 3-[3-[(2-2?nn-4-S 

MS i/e (ESI) 526 (MH + ) 
188 



C0 2 H 





7^-jw-i, s-f7v-JH-<JH 73;i/^-;i/T^y) -A- (3-7 U ;M 731 

MS m/e (ESI) 519 (MH + ) 
189 



*B£fll 189 a) 



2 2 1 
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•jT>7-tM;i/fk f 5g * mi^x^t^u box;-? 7 mmm&vfco mm 

JH:l)tiIb, ^>>W2-* (-3-t^V-l-7°n^^) ^>7x- h 

(E-Z mixture) 2. Og $tfe@#:tbT#&. 

'H-NMR(CDC1 3 ) <5 : 3. 95+3. 97 (s, 3H) 5. 37 (s, 2H) 6. 61+6. 64 (s, J=8. 0Hz, 1H) 
6. 90-7. 07 (m, 2H) 7. 33-7. 47 (m, 5H) 7. 62+7. 70 (dd, J=2. 0, 8. 0Hz, 1H) 7. 95+8. 02 (d, 
1=2. 0Hz, 1H) 
H»J189b) 
H0 2 C v^^^^ C0 2 E t 



hUx^;i/-2-3fcX*y^I/-h0. 77g£N, N-y7?MM75 FfcigflPU 
?mih± h U ^A 115mg ^ilPASMT 1 ^Kj^bfe, 2-* h^->-5- (- 

3-^y-l--7"n^-;i/) ^>7'x- h (E-Z mixture) 0. 6g £ N, N-^/^^MT 

-T?ff M U K^it > : S^X3\>U=8 : 1) . » 6 nfc © £x^ / -MzmM U 

&«i§u mm&ffi&T.m&is, 5- [4- (x h +y*j^ - jw ^yjw -2-^ ^ 
y^ift 0. 47g ^m-gmmftt ut?#7c 0 

'H-NMR(CDC1 3 ) <5 :0. 50 (t, J =8. 0Hz, 3H) 1. 17 (t, J=8. 0Hz, 3H) 1. 38-1. 58 On, 6H) 
2. 20 (m, 1H) 2. 54 (t, J=8. 0Hz, 2H) 3. 99 (s, 3H) 4. 07 (a, J=8. 0Hz, 2H) 7. 90 (d, 
J=8. 0Hz, 1H) 7. 29 (dd. 1=2. 0, 8.0Hz, 1H) 7. 91 (d. 1=2. 0Hz, 1H) 

mmm mc) 
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5- [4- (x b^>#;vofc;v) ^^y;v] -2-^ h^r^lfl 0. 47g 1 4- ( h u 
^-n^^)^>y^75>0. 27g £/JH^ HMM 1c) d) £ HfcW^SreSJfc&fr-S 
E£fcl«fc?K 2-X^;i/-5- [4-p< h ( [4- ( h U 7 □ / ^ >y;W 7 5 

7iz;H^>^>t 0. 21g ItHfe. 
>H-NMR(CDC1 3 ) <5 :0. 85 (t, J=8. 0Hz, 3H) 1. 42-1. 59 (m, 6H) 2. 27 (m, 1H) 2. 53 (m, 2H) 



3. 85 (s. 3H) 4. 66 (d, J=6. 0Hz, 2H) 6. 90 (d, J=7. OHz, 1H) 7. 26 (m, 1H) 7. 47 (d, 
J-8. 0Hz, 2H) 7. 59 (d, J=8. OHz, 2H) 8. 04 (d, J=2. 0Hz, 1H) 8. 34 (bs, 1H) 

mmm 190 
mmm 190a) 



8^011 189a), H»J 189a) tPI«|CD^teJ:»} , 5-(5-xh^y-HV7'n^ 

=^s/-5-^v^>^;w -2-* h^s/^m#m^#fe 0 

>H-NMR(CDC1 3 ) <5 :1. 13 (d, J=6. OHz, 3H) 1. 19 (d, J=6. OHz, 3H) 1. 27 (t, J=8. OHz, 3H) 
1. 54-1. 74 (m, 4H) 2. 62 (t, J=8. OHz, 2H) 3. 58 (sept, J=6. OHz, III) 3. 88 (m, 1H) 
4. 05 (s, 3H) 4. 18 (a, J=8. OHz, 2H) 6. 98 (d, J=8. OHz, 1H) 7. 37 (dd, J=2. 0, 8. OHz, 
1H)' 8. 00 (d, J=2. OHz, 1H) 



5- (5-x h =*■ r V fa tf* y ^ y^-M h v^lfi 

0. 35g c h4-(hU^;^n^^;W^>> ? ;!/T$>0. 18g£ffl^> H»J lc)d) tm 




»J 190b) 




2 2 3 
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->7i-^-h rvyn^^>^>i o. i8g ^mm^BMt bt#fe. 

l H-NMR (CDCla) 6 : 1. 20 (d. J=6. 0Hz, 3H) 1. 21 (d, J=6. OHz, 3H) 1. 67-1. 80 On, 4H) 
2.63U, J=8. OHz, 2H) 3. 69 (sept, J=6. OHz, 1H) 3. 92 (s, 3H) 3. 96 (m, 1H) 4. 70 (d, 
J=6. OHz, 2H) 6. 98 (d, J=8. OHz, 1H) 7. 26 (m, 1H) 7. 47 (d, J=8. OHz, 1H) 7. 59 (d, 
J=8. OHz, 2H) 8. 04 (d, J=2. OHz, 1H) 8. 33 (bs, 1H) 

mmm 191 



miMM 17 tW5Sl:<fcO 2- (4-* b^y-3-l[2-(2.4-y^nn7x-JH T 

>H-NMR(CDC1 3 ) 5 :0. 93 (t, J=8. OHz, 3H) 1. 55-1. 64 On, 2H) 2. 58 (m, 1H) 2. 68 (dd, 
J=4. 5, 14. OHz, 1H) 2. 89 (dd, J=7. 0, 14. OHz, 1H) 3. 78 (s, 3H) 3. 82 (s, 2H) 6. 73 (d, 
J=8. OHz, 1H) 6. 84 (dd, J=2. 0, 8. OHz, 1H) 7. 26 (m, 1H) 7. 35 (d, J=8. OHz, 2H) 7. 45 (d, 
2.0Hz, 1H) 7. 88 (s. 1H) 8. 19 (d, J=2. OHz, 1H) 



'H-NMR(CDC1 3 ) 

5 : 1. 06 (d, J=6. OHz, 3H) 1. 65 (d, 1=6. OHz, 3H) 2. 90 (dd, 1=7. 0, 14. OHz, 1H) 

3. 06 (dd, J =4. 5, 14. OHz, 1H) 3. 58 (sept, J=6. OHz, 1H) 3. 78 (s, 2H) 3. 80 (s, 3H) 

4. 13 (m, 1H) 6. 77 (d, J=8. OHz, 1H) 6. 92 (dd, J=2. 0, 8. OHz, 1H) 7. 25 (m, 2H) 7. 61 (t, 
J=8. OHz, 1H) 7. 76 (s, 1H) 8. 24 (d, 1=2. OHz, 1H) 




mm 192 




mm 193 
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CI 




mmm u tmm^mzxv 2-ryyn^^-3-(4-^ h^->-3-i[2-(2, 4-^ 

^□U7x-JH 75 7) 7ai^;i/yn/\°>^^#7c 0 

'H-NME (CDC 1 3 ) 5 : 1. 06 (d, J=6. 0Hz, 3H) 1. 15 (d, J=6. OHz, 3H) 2. 88 (dd, J=7. 0, 
14. OHz, 1H) 3. 05 (dd, J=4. 5, 14. OHz, 1H) 3. 57 (sept, J=6. OHz, 1H) 3. 80 (s, 3H) . 
3. 83 (s, 2H) 4. 12 (n, 1H) 6. 76 (d, J=8. OHz, 1H) 6. 90 (dd, J=2. 0. 8. OHz, 1H) 7. 27 (dd, 
J=2. 0, 8. OHz, 1H) 7. 36 (d, J=8. OHz, 1H) 7. 46 (d, J=2. OHz, 1H) 7. 86 (s, 1H) 8. 26 (d, 
J=2. OHz, 1H) 



Hl»!j22 tmm<D-%m~&Q 2- (4-7 b=^>-3-l2-^V-2-[2, 

- u y ] x5^;H ^>5?;w >M£#/t 0 

'H-NMR (CDCI3) 5 :0. 95 (t, J-8. OHz, 3H) 1. 57-1. 66 On, 2H) 2. 57 (m, 1H) 2. 70 (dd, 
J=7. 0, 14. OHz, 1H) 2. 89 (dd, J=4 5, 14. OHz, 1H) 3. 69 (s, 2H) 3. 92 (s, 3H) 
6. 76-6. 87 (m, 3H) 7. 09-7. 12 (ra, 2H) 8. 22-8. 29 On, 2H) 
gjj 195 

F 3 C > r X^ ^-v^Y^v^V C0 2 H 



*«iI22 hmUO^mz^Q 2- (4-7 h^rv'-3-|2-^-^V-2-[2-7 9 r -;i^-4-(h U 

'H-NMR (CDC 1 3 ) 5 :0. 96 (t, J-8. OHz, 3H) 1. 55-1. 70 (m, 2H) 2. 10 (i, 1H) 2. 57 (dd, 
J=4. 5, 14. OHz, 1H) 2. 89 (dd, J=7. 0, 14. OHz, 1H) 3. 73 (s, 3H) 3. 89 (s, 2H) 6. 88 (d, 
J=8. OHz, 1H) 7. 12-7. 15 (ra, 2H) 7. 26 (t, J=8. OHz, 1H) 7. 39 (d, J=8. OHz, 2H) 7. 63 (s, 
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1H) 8.03 (d, J=8. OHz, 1H) 
gjj 196 

mmm i96a) 




mWM 22a) -c) tmm<D-%mz£ V 2-X5P;L--3- (4-* h4^>-3- 12-^^rV 

-2- [2, 4-i?P PD7-U;] x^;H 7x~JW -2-7°p^/x- b £#fc 0 
■H-NMR^DCls) 5:1. 17 (t, J=8. OHz, 3H) 1. 34 (t, J=8. OHz, 3H) 2. 56 (q, J=8. OHz, 2H) 
3. 77 (s, 3H) 3. 96 (s, 3H) 4. 26 (q. J=8. OHz, 2H) 6. 98 (d, J=8. OHz, 1H) 7. 22 (dd, 
J=2. 0, 8.0Hz, 1H) 7. 31 (d. J=8. OHz, 1H) 7. 37 (dd, J=2. 0, 8.0Hz, 1H) 7. 58 (s, 1H) 
8. 22 (bs, 1H) 8. 37 (d, J=8. OHz, 1H) 




2-x^;W3- (4-* h^'>-3-|2-^V-2-[2, 4-y^DD7^'J J] S-^M ~7 x 
-;K-2-^n^yi- N 0. 9g£x^y-;i/-i5ml, Mx^;H5ml fci&SU x^ 

^^7A^O?h^77^-TilU X^;U2-(4-7 h^>--3-[2-^V- 
2- [2, 4-v 5 ^ p □ 7xU / ] x^;H ^ >*?M / x- h 0. 44g &1&&mm£ L 

■H-NMR (CDC1 3 ) <3 :0. 90 (t. J-8. OHz, 3H) 1. 14 (t, J-8. OHz, 3H) 1. 50-1. 68 (m, 2H) 
2. 54 (m, 2H) 2. 68 (dd, J=4. 5, 14. OHz, 1H) 2. 86 (dd, J=4. 5, 14. OHz, 1H) 3. 72 (s, 
2H) 3. 88 (s, 3H) 4. 05 (q, J=8. OHz, 2H) 6. 85 (d, J=8. OHz, 1H) 7. 10 (m, 2H) 7. 20 (d, 
J=8. OHz, 1H) 7. 26 (d, J-8. OHz, 1H) 8. 30 (bs, 1H) 8. 37 (d, J=8. OHz, 1H) 

mmm mc) 

22 6 
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CI H 



X&)V 2- (4-* [2, f^DDT^U/lX^H 

JW7^;i-h 0. 27g£x^y — Jl/ 10ml fcSgjgU 5N7jcm^bU^A 1ml £7JB 
xfco ^M^^T24ftM^#b7t^ tR^TjiitL, tKJI^^x^x— 
ttmb/to zKfl^^mT-miifcL, g^ixfj^illilL Mx^;ni£i&ftii: 
m7KT^^ 7 jc^v^5/^AT^L^ ^^JESS-TS^fc:^ 0 2-(4- 
y h^->-3- i2-^y-2- [2, A-z?t7 □ otxu y] x^;W ^ y-yjv) 

'H-NMR (CDC 1 3 ) 5 :0. 89 (t, J-8. 0Hz, 3H) 1. 49-1. 62 (m, 2H) 2. 50 (m, 2H) 2. 64 (dd, 
J=4. 5, 14. 0Hz. 1H) 2. 84 (dd, J=4. 5, 14. 0Hz, 1H) 3. 72 (s, 2H) 3. 88 (s, 3H) 6. 80 (d, 
J=8. 0Hz, 1H) 7. 06 (m, 2H) 7. 12 (dd, J=2. 0, 8.0Hz, 1H) 7. 22 (d, J=8. 0Hz, 1H) 
8. 23 (s, 1H) 8. 28 (d, J=8. 0Hz, 1H) 

mmm 197 

m&W 197a) 



x^JU-(Z)-4-k Hn+>--2-^V-4-7xXjl/-3-^;x- h 2. 37g 

'H-NMR (DMS0-d 6 ) 5 : 1. 15 (t, J=8. 0Hz, 3H) 4. 18 (a. J=8. 0Hz, 2H) 6. 55 (s. 1H) 
7. 35-7. 48 (m, 3H) 7. 80 (m, 2H) 




2 2 7 
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m&W 197b) 

x=P;V- (Z) -4-fc P 0^^-2-^7-4-7x^-3-^^ J x— h 0. 67g 
10ml izmmL. *^)V\i H^> 5 > 0. 17g ^Jn^feo MJ»£ 2 iFWMbfct, 

M^)V 9 : 1 TlfJV ^;i/-3-7 rc X JWH-5- H 7 V 1/- h 
0. 12g, ^if>:^X^;i/4:l TXfJl/ l-^^;U-5-7a:x;WlH-3-t 0 ^ »/— 

#>M^>ix- h 0. 55g ^tffeo 



i-^^;i/-3-7xx^-iH-5-t°^^-;v^;^^vi/-h 

'H-NMR (CDCI3) 8 : 1. 42 (t, J=8. 0Hz, 3H) 4. 21 (s, 3H) 4. 38 (a, J=8. 0Hz, 2H) 
7. IKs, 1H) 7. 32 (t, J=8. 0Hz, 1H) 7. 40 (t, J=8. 0Hz, 2H) 8. 79 (d, J=8. 0Hz, 2H) 



'H-NMR (CDC 1 3 ) 6 : 1.41U, J=8. 0Hz, 3H) 3. 95 (s, 3H) 4. 43 (q, J=8. 0Hz, 2H) 
6. 85 (s, 1H) 7. 40-7. 53 (m, 5H) 
Wmm 197c) 



x^JV l-^?JV-3-7xXJV-lH-5-t!^^-JV*;i/#^5>lx— h 0. 12g£x^y 
5ml 5N TK^-fbT- h U lml Sin*., 1 Pf^MMbfc. S 
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¥yV-JltlJltf>M 0. llg 

'H-NMR(CDC1 3 ) <5 : 4. 22 (s, 3H) 7. 22 (s, 1H) 7. 33 (t, J=8. 0Hz, 1H) 7. 40 (t, J=8. OHz, 
2H) 8. 80(d, J=8. 0Hz, 2H) 



mmm m)e) tmrno^mz^y 2-^rv7°n^y-3-[4-/ h^>-3-([(i-;* 

'H-NMR(CDC1 3 ) <5 : 1. 06 (d, 1=6. 0Hz, 3H) 1. 17 (d, J=6. OHz, 3H) 2. 94 (dd, J=7. 0, 
14. 0Hz, 1H) 3. 06 (dd, J=4. 5, 14. 0, 1H) 3. 88 (s, 3H) 4. 12 (dd, J=4. 0, 7. 0Hz, IB) 
4. 20 (s, 3H) 4. 57 (d, J=6. 0Hz, 3H) 6. 57 (bs, 1H) 6. 73 (s, 1H) 6. 84 (d, J=2. OHz, 
1H) 7. 1 6 (dd. J=2. 0, 8.0Hz, 1H) 7. 22 (d, J=2. OHz, 1H) 7. 32 (d, J=8. OHz, 1H) 
7. 39(ni, 2H) 7. 76 (m, 2H) 

mmm m 

mm<\ 198a) 



x.^)V l-^^;W5-7ai— ;i^lH-3-bf7l/— b 0. 55g £x^y 
l H-NMR (CDC1 3 ) 6 : 3. 91 (s, 3H) 6. 82 (s, 1H) 7. 34-7. 45 (m, 5H) 
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^^;i/-5-7i^;i/-iH-3-h°-7V a u;i/) #;i/#x;w 7$yi^JH ^-jh -fun 

'H-NMR(CDC1 3 ) 5 : 1. 04 (d, J=6. OHz, 3H) 1. 14 (d, J=6. 0Hz, 3H) 2. 90 (dd, J=7. 0, 

14.0Hz, 1H) 3. 04 (dd, J=4. 5, 14.0, 1H) 3. 55 (sept, J=6. OHz, 1H) 3. 86 (s, 3H) 

3. 88 (s, 3H) 4. 09 (dd, J=4. 0, 7. 0Hz, 1H) 4. 60 (d, J=6. 0Hz, 3H) 6. 80 (d, J=6. 0Hz, 

1H) 6. 84 (s, 1H) 7. 12 (dd, J=2. 0, 8.0Hz, 1H) 7. 23 (d, J=2. OHz, 1H) 7. 32 (bs, 1H) 
7. 39-7. 57 (m, 5H) 
mMM 199 
mmi 199a) 




7xz^7t?^> lg t 2-^nn-2-h FD^Hi/llxfJUXrA 
1. 48g£^anjtsjUA 20ml fci&flfU j^m^ U >>A 1. 4g ^iST 16 B#|M!I 

'JA^rM7A^07h^77^-lrilL K=Hf >:@T«x^ 9: 1) , X5MP 

5-7x-JH-fV^t7-J^J^^yU-h'l. 2g £t#fc 0 

'H-NMR (CDC1 3 ) 6 : 1. 35 (t, J=8. OHz, 3H) 4. 40 (q, J=8. OHz, 2H) 6. 85 (s, 1H) 

7. 36-7. 50 fin, 3H) 7. 68-7. 80 On. 2H) 

fi&til 199b) 



2 3 0 
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x^;i/ 5-7ji— JH--Y V ^rf^-MM^yl/- h 0. 4g £x^/-;u lOml 
5N 7jcm-fb± h U V 2ml 1 B#MM#Ufe 0 

0. 25g 

'H-NMR (DMS0-d 6 ) 5 : 7. 32 (s, 1H) 7. 48-7. 57 (m, 3H) 7. 92 (m, 2H) 



mmm ime) tmmommz^v, 2-<yyn^y-3-[4-^ h^>-3-([(5- 

'H-NMR (CDC 1 3 ) 5 : 1. 04 (d, J=6. 5Hz, 3H) 1.16 (d, J=6. 5Hz, 3H) 2. 90 (dd, J=7. 0, 
14.0Hz, 1H) 3. 06 (dd, J=4. 5, 14. 0Hz, 1H) 3. 56 (sept, J=6. 0Hz, 1H) 3. 87 (s, 3H) 
4. 10 (dd, J=4. 5, 7.0Hz, 1H) 4. 61 (d, J=6. 0Hz, 2H) 6. 82 (d, J=8. 0Hz, 1H) 6. 96 (s, 
1H) 7. 15 (dd. J=2. 0, 8.0Hz, 1H) 7. 22 (d, J=2. 0Hz, 1H) 7. 36 (bs, 1H) 7. 47 (m, 3H) 
7. 78 (m, 2H) 

mmm 200 
mmm 200a) 





mm 197a) b) 198 tm&<DJj&-C l-^;]/-5- (2-b° U -JM -lH-3-t: ^V—)Vt> 



WO 02/080899 



PCT/JP02/03006 



'H-NMR (DMSO-d 6 ) <5 :4. 18 (s, 3H) 7. 22 (s, 1H) 7. 40 (t, J=6. 0Hz, 1H) 7. 85-7. 94 (m, 
2H) 8. 68 (d, J=4. OHz, 1H) 12. 75 (s. 1H) 

mmm 200W 



«M 19d)e) fcH«©^fc«fcO, Hy7'n^y-3-4^ h^*>-3- [ ( [1-* 

^;i/-5-(2-t°u^;W-iH-3-t°^v'u;W^;i/^n;i/T5y) *?\>M 7i-^7"d 

l H-NMR(CDCl 3 ) a : 1. 03 (d, J=6. 5Hz, 3H) 1. 34 (d, J=6. 5Hz, 3H) 2. 90 (dd, J=7. 0, 
14.0Hz, 1H) 3. 05 (dd. J=4. 5. 14. OHz, 1H) 3. 55 (sept, J=6. OHz, 1H) 3. 87 (s, 3H) 
4. 09 (dd, J =4. 5, 7. OHz, 1H) 4. 24 (s, 3H) 4. 60 (d, J=6. OHz, 2H) 6. 81 (d, J=8. OHz, 
1H) 7. 14 (m, 2H) 7. 23 (m, 2H) 7. 34 (bs, 1H) 7. 64 (d, J=8. OHz, 1H) 7. 85 (bs, 1H) 
8. 70 (d, J=4. OHz, 1H) 

mmwi 201a) 



mmm 197a) -c) tmm^m-c i-^^ji-s- (2-tf u5?;w-iH-5-tf^v— 

'H-NMR (DMSO-d 6 ) 6 : 4. 13 (s, 3H) 7. 26 (s, 1H) 7. 32 (dd, J=4. 0, 8.0Hz, 1H) 7. 82 (t, 

J=8. OHz, 1H) 7. 91 (d, J=8. OHz, 1H) 8. 57 (d, J=4. OHz, 1H) 

H«J201b) 





2 3 2 



WO 02/080899 



PCT/JP02/03006 



mmm i9d)e) t^o^tcfco-, 2— rv ^0^^-3-4-^ 1-3^-3- mi-* 
^;i/-3-(2-tfu> 5 ;i/)-m-5-t o ^yu;i/]^;i/#r:jvy5 /) 7x^d 

■H-NMR(CDC1 3 ) 6 : 1. 03 (d, J=6. 5Hz, 3H) 1. 10 (d, J=6. 5Hz, 3H) 2. 75-3. 00 (m, 2H) 

3. 57 (sept, J=6. 0Hz, 1H) 3. 81 (s, 3BD 4. 05 (dd, J=4. 5, 7.0Hz, 1H) 4. 21 (s, 3H) 

4. 52 (d, J=6. 0Hz. 2H) 6. 75 (d, J=8. 0Hz, 1H) 7. 08 (m, 2H) 7. 15 (bs, 1H) 7. 45 (bs, 
1H) 7. 84 (s, 1H) 8. 04 (t, J=8. 0Hz, 1H) 8. 24 (d, J=8. 0Hz, 1H) 8. 70 (d, 1=4. 0Hz, 1H) 
gjj 202 

UMM 202a) 

i^HDD7t«|2. 33ral tWntft>75 F 1. 5g £x^/ — )V 

30mi izmmi^s mwc n mmmwhtzo u mm^jv 

ibfc. as* ~> u * y ^^u^vif^y^ --eiiu k^i* > : mm.^ 

)\> 14: 1) x^;i/ 2-x^;i/-4-^WI/-l, 3-^Tl/-;i/-5-^;V^^->L— h 0. 8g£# 

'H-NMR(CDC1 3 ) <5 : 1. 34-1. 60 (m, 6H) 2. 98 (q. J=8. 0Hz, 2H) 3. 70 (s, 3H) 4.29 (q, 
J=8. 0Hz, 2H) 
m&m 202b) 

X^;U 2-X^;i/-4-^^;Wl, 3-?7V-JH-*J^^y^-b 0. 8g^x^y 
10ml fcigHSU 5N 7»fb± h U 2ml ££PtL, 1 Bf WMMtbfco 

2 3 3 
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7V-)l-5-tUl#>m 0. 8g §#fc„ 

! H-NMR(CDC1 3 ) 6 : 1. 40 (t, J=8. 0Hz, 3H) 3. 74 (s, 3H) 4. 03 (a, J=8. 0Hz, 2H) 

mmm 202c) 



mmm m)e) ^mm^mz^o, 3-[3-([(2-x^;i/-4-*^;i/-i, 3-^tv- 

! H-NMR (CDC 1 3 ) 5:0. 98 (d, J=6. 5Hz, 3H) 1. 10 (d, J=6. 5Hz, 3H) 1. 30 (t, J=8. 0Hz, 3H) 
2. 56 (s, 3H) 2. 82-3. 01 On, 4H) 3. 51 (sept, J-6. 0Hz, 1H) 3. 80 (s, 3H) 4. 04 (dd, 
J =4. 5, 7.0Hz, 1H) 4. 48d, J=6. 0Hz, 2H) 6. 31 (bs, 1H) 6. 75 (d, J=8. 0Hz, 1H) 6. 08 (dd, 
J=2. 0, 8. 0Hz, 1H) 7. 13 (d, J=2. 0Hz, 1H) 

mmm 203 

m&M 203a) 



x^JH-^pnTt hit 10ml iW>X7 5 H lOg 100ml 

§y'J*^7A^a-?h^77^-T»Kb (A+t>:iix^ 14:l)x^ 

! H-NMR(CDC1 3 ) 6: 1. 39 (t, J=8. 0Hz, 3H) 2. 78 (s, 3H) 4. 35 (a. J=8. 0Hz, 2H) 7. 45 (m, 
3H) 7. 95 (m, 2H) 
203b) 





2 3 4 
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/-\S^C0 2 H 



X^;V 4-^^-2-71^-1, 3-f77-;H-*M^^>^-b 0. 8g £x^ 
7 -)V 10ml tj^ib, 5N 7K^b± h U 9Agf 2ml 1 f$flgjnifc«8iEbfc„ 

^7v-;v-5-*;^>i o. 8g £#fc„ 

'H-NMR (DMS0-d 6 ) 5 : 2. 66 (s, 3H) 7. 52 (m, 3H) 7. 96 (m, 2H) 

mmm 203c) 



Ud&M 19d)e) ttoco^^^D, 2-^77°n#^5/-3-[4-^ h^~>-3-([(4- 

'H-NMR (CDC 1 3 ) 5 : 0. 99 (d, J=6. 5Hz, 3H) 1. 10 (d, J=6. 5Hz, 3H) 2. 65 (s, 3H) 2. 86 (dd, 
J=7. 0, 14. 0Hz, 1H) 3. 00 (dd, J=4. 5, 14. OHz, 1H) 3. 52 (sept, J=6. OHz, IH) 3. 82 (s, 3H) 
4. 05 (dd, J=4. 5, 7.0Hz, 1H) 4. 51 (d, J=6. OHz, 2H) 6. 42 (bs, 1H) 6. 77 (d, J=8. OHz, 
1H) 7. 09 (dd, 1=2. 0, 8.0Hz, 1H) 7. 16 (d, J=2. OHz, 1H) 7. 37 (m, 3H) 7. 85 (m, 2H) 

mmm 204 



N- (2, a u 7x-JH -2- (5-^Jl/S )l<-2-* h+~>7i^H 7th75F 

3. lg tx^;U2-(vX5 : -;^7 > *U;W-2-x^;VTiZ7 1 — h 3. 3g£H»!lla) tm 
#©7a?£TMU 2-X^;i/-3- (4-7 h^>-3- (2-^V-2- [2, 4-z?2 □ D7- U 
7]x^;H 7i^JH-2-7a^;x-b 2. 6g £#7c 0 




»il 204a) 




WO 02/080899 PCT/JP02/03006 



'H-NMR(CDC1 3 ) <S: 1. 26 (d, J=6. 0Hz, 6H) 1. 35 (t, J=8. OHz, 3H) 3. 75 (s, 2H) 3. 94 (s, 
3H) 4. 27 (a, J=8. OHz, 2H) 4. 41 (sept, J=6. OHz, 1H) 6. 95 (m, 2H) 7. 20 (d, J=8. OHz, 
1H) 7. 30 (d, J=8. OHz, 1H) 7. 79 (d, J=2. OHz, 1H) 7. 85 (dd, J=2. 0, 8. OHz, 1H) 
8. 18 (bs, 1H) 8. 38 (d, J=8. OHz, 1H) 
mWM 204b) 




m&m 196b) km&Wfimz&t), 2-x?\>W3-(4-* h^>-3-{2-^V-2- 
[2, 4-5? * an 7XL) /]X5MM 7izjV) -1-7 u^; x- h 2g^Dx^JV 2- (4- 
^ h^r>-3- (2-^v-2- [2, 4-5^ d p 7- U /] x^;w ^>i^;w 7$ yi-h 
0. 3g £#7c, 

'H-NMSUCDCU 6 : 0. 88 (d, J=6. OHz, 3H) 1. 06 (d, 1=6. OHz, 3H) 1. 15 (t, J=8. OHz, 
3H) 2. 85 (m, 2H) 3. 43 (sept, J=6. OHz, 1H) 3. 65 (s, 3H) 3. 82 (s, 3H) 3. 94 (dd, J=4. 0, 
8.0Hz, 1H) 4. 09 (a, J=8. OHz, 2H) 6. 80 (d, J=8. OHz, 1H) 7. 13 (m, 3H) 7. 23 (d, 
J=8. OHz, 1H) 8. 22 (s, 1H) 8. 28 (d, J=8. OHz, 1H) 

mnm 204c) 




X5^;P 2- (4-^ h^v-3- 12-^7-2- [2, □ DXxU / ] X^;M 

JH^/x-hO. 3g£x£V-JV 10ml fcillU, 5N 7kM4ki~ h'J*>A 1ml £ija 

glMSt^ltJ:^ 2- (4-* (2-^V-2-[4- ( h U 7;^p/ 

7"U yix^JM ^>-y;W y^>m 0. 19g £#fc 0 
! H-NMR(CDC1 3 ) <3 : 0. 95 (d, J=6. OHz, 3H) 1. 08 (d, J=6. OHz, 3H) 2. 86 (dd, J =7. 0, 
14.0Hz, 1H) 3. 00 (dd, J=4. 5, 14. OHz, 1H) 3. 49 (sept, J=6. OHz, 1H) 3. 67 (s, 3H) 

2 3 6 
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3. 84 (s, 3H) 4. 04 (dd, J=4. 5, 7. 0Hz, 1H) 6. 82 (d, J=8. OHz, 1H) 7. 12 (m, 3H) 7. 23 (d, 

J=8. OHz, 1H) 8. 20 (s, 1H) 8. 28 (d, J=8. OHz, 1H) 

mmm 205 
mmm 205 a) 




m&wm trnmo^mz^K) 5- (2-^ o □ 7 x-;w -4--f v^t 1 /-;^;^ 

'H-NMR(CDC1 3 ) 8: 7. 40 (s, 1H) 7. 43 (m, 2H) 7. 56 On, 1H) 8. 00 (dd, J=2. 0, 8. OHz, 1H) 

mmm 205W 




19d) e) tmm<Djjm\z&r) 3-3- [ ( [5- (2-^ □ o 7x-;W -3--f V^iJ"!/ 

u ;H ?t7 ;P7 $ ^ ) ^ -4-* h ^ >- 7 ^ - ;v-2— r v o y n > 

! H-NMR (CDC 1 3 ) 5 : 0. 98 (d, J=6. OHz, 3H) 1. 09 (d, J=6. OHz, 3H) 2. 84 (dd, J=7. 0, 
14.0Hz, 1H) 3. 00 (dd, J=4. 5, 14. OHz, 1H) 3. 50 (sept, J=6. OHz, 1H) 3. 81 (s, 3H) 
4. 05 (dd, J=4. 5, 7. OHz, 1H) 4. 46 (d, J=7. OHz, 2H) 6. 76 (d, J=8. OHz, 1H) 7. 08 (dd, 
1=2. 0, 8.0Hz, 1H) 7. 16 (d. J=2. OHz. 1H) 7. 29-7. 35 (m, 2H) 7. 46 (dd, J=4. 0, 7. 5Hz, 
1H) 7. 85 (dd, J=4. 0, 7. 5Hz, 1H) 
gjg 206 
m&\ 206a) 

x.?-)Vl, 4-WV;^U-h 2ml i7x-^k: l.2g£»lfe20ml fc:® 
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>:ilxf;P 14:1 TX^jP 3-^^;i/-l-7ain;i/-lH-5-fcf ^ V-;u*;i/^->i/ 
— b 0. 37g> ^t>:Slx?Jl/9:l "CX^P 5- ^5^^-1-7 re ~;i/-lH-3-tf^ V 

-;ptj,W^> i— h o. 46g znfca 



3-^5^;wi-7x-;v-iH-5-tf^ v*-;i/;fr;w^>i/- h 

] H-NMR{CDC1 3 ) (5 : 1. 22 (t, J=8. 0Hz, 3H) 2. 35 (s, 3H> 4. 22 (a, J=8. 0Hz, 2H) 
6. 80 (s, 1H) 7. 42 (m, 5H) 



JL^)V 5-^^;L-l-^x-;i/-lH-3-t°^y— JVtUltf^isU— h 
l H-NMR(CDCl 3 ) <5 : 1. 39 (t, J=8. 0Hz, 3H) 2. 34 (s, 3H) 4. 41 (a, J=8. 0Hz, 2H) 
6. 74 (s, 1H) 7. 40-7. 50 (m, 5H) 
Wtm 206b) 



-)V 10ml £*gj§?U 5NtKM^ h U 1ml Sin*.* 1 iflilillbfc. 

t?&#, *7K^mv^>"^Ai:^^ iffilib 3-^^;P-1-7o:-;i,-ih- 

^-\i^^-)Vts)V-^>m 0. 26g £#7c D 

! H-NMR(CDC1 3 ) 6 : 2. 35 (s, 3H) 6. 87 (s, 1H) 7. 40 (m, 5H) 





C0 2 Et 




2:^)1 S-^^JV-i-y x.-)is-m-S-¥?y*— ji^^is)/- b 0. 37g£rx^y 



MM 206 



2 3 8 
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V 



1 H-NMR(CDC1 3 ) 5 : 0. 98 (d, J=6. 0Hz, 3H) 1. 09 (d, J=6. 0Hz, 3H) 2. 62 (s, 3H) 2. 84 (dd, 
J=7. 0, 14.0Hz, 1H) 2. 96 (dd, J=4. 5, 14.0Hz, 1H) 3. 51 (sept, J=6. OHz, 1H) 3. 64 (s, 
3H) 4. 03 (dd, J=4. 5, 7. OHz, 1H) 4. 38 (d, J=7. OHz, 2H) 6. 23 (bs, 1H) 6. 67 (d, 
J=8. OHz, 1H) 7. 05-7. 08 (m, 2H) 7. 24-7. 32 (m, 5H) 

mmm 207 
mmm 207a) 



mmiwm tmmo^mz^r, 5-^^-i-^ai-;i,-iH-3-t:^y-;i/^;^ 

'H-NMR(CDC1 3 ) 6 : 2. 35 (s, 3H) 6. 79 (s, 1H) 7. 42-7. 52 (ra, 5H) 
mt&M 207b) 



19d)e) t.mm<D-J5mz& 1 0 HV7°n^y-3-[^ hdrv-3-([(5-^ 





2 3 9 
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'H-NMR (CDC 1 3 ) 5:0.% (d, J=6. 0Hz, 3H) 1. 09 (d, J=6. 0Hz, 3H) 2. 60 (s, 3H) 2. 82 (dd, 
1=7. 0, 14.0Hz, 1H) 2. 97 (dd, 1=4. 5, 14. 0Hz, 1H) 3. 47 (sept, J =6. OHz, 1H) 3. 76 (s, 
3H) 4. 01 (dd, J=4. 5, 7. 0Hz, 1H) 4. 51 (d, J=7. OHz, 2H) 6. 67 (s, 1H) 6. 71 (d, J=8. OHz, 
1H) 7. 04 (dd, J=8. 0, 2. OHz, 1H) 7. 15 (d, 1=2. OHz, 1H) 7. 27 (bs, 1H) 7. 35-7. 38 On, 
3H) 7.41-7. 46 (m, 2H) 
208 

mnm 208a) 




mmmiu)-?) tmm<Dj5mz&io, ni- {5- [ (2, A-vttv-i, %-^tv^>-s- 

'H-NMR (DMS0-d 6 ) d :3. 74 (s, 2H) 3. 85 (s, 3H) 7. 12 (d, J=8. OHz, 1H) 7. 23 (d, J=8. OHz, 
1H) 7. 44 (bs, 1H) 7. 50 (t, J=8. OHz, 1H) 7. 66 (s, 1H) 7. 90 (t, J=8. OHz, 1H) 9^ 98 (s, 1H) 

mmm 20m 




N1-I5-N2, 4-v^^V-l, 3-f7 , ;7>5-< *3\>M -2-^ b^~>^>> ? 

M-2-y)V^u-A-^uu^>XT^ Y 0. 3g — )V 20ml Kl^U 20mgOD 

3^fH£in*-fc<, K^^MM-5itb7 t i:^e.^^T^>^A 400mg^ 10^^3^fc 10 
Hl^^TJaAfeo R/M^ft^U 2N^Tm'f4^b^> J ^ao/^>-Trffllti 

ibfeJISty-fV^D^x-fJ^ifl^. |g B H B ^«T^-i:fciD N1-C4- 
# d o-2-7M0 7i^H -2-2-;* h^~>-5- [(2-^5^1/ >-4-^-^V-l, 3-^7 
\Z^>-5~f )V) *^)V]y^~)lT±bT=i F 80mg £#fc 0 
'H-NMR (DMS0-d 6 ) 5:2. 99 (dd, J=10. 0, 14. OHz, 1H) 3. 27 (m, 1H) 3. 65 (s, 2H) 3. 73 (s, 

24 0 
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3H) 4.81(in, 1H) 6.91 (d, J=8. 0Hz, 1H) 7.08-7. 11 (m, 2H) 7. 22 (m, 1H) 7. 47 (m, 1H) 
7. 89 (m, 1H) 9. 84 (s, 1H) 

iia 209 
mmm 209a) 



wmm 203 tmmommz^v 4-^^;u-2- (3- tru^w-i, s-^tv-k-s-x 

'H-NMR {CDC 1 3 ) d :2. 67 (s, 3H) 7. 54 (dd. J=4. 0, 8.0Hz, 1H) 8. 31 (d, J =8. OHz, 1H) 
8. 70 (d, J-4. 0Hz, 1H) 9. 51 (s, 1H) 

mmm 209b) 



'H-NMR(CDC1 3 ) 6 : 1. 01 (d, J=6. 0Hz, 3H) 1. 11 (d, J=6. 0Hz, 3H) 2. 66 (s, 3H) 2. 87 (dd, 
J=7. 0, 14. 0Hz, 1H) 2. 99 (dd, J=4. 5, 14. 0Hz, 1H) 3. 55 (sept. J=6. 0Hz, 1H) 3. 83 (s, 
3H) 4. 06 (dd, J=4. 5, 7. 0Hz, 1H) 4. 52 (d, J=7. 0Hz, 2H) 6. 59 (bs, 1H) 6. 78 (d, J=8. OHz, 
1H) 6. 91 (s, 1H) 7. 09-7. 26 (m, 2H) 7. 40 (m, 1H) 7. 60 (m, 1H) 8. 56 (d, J=7. OHz, 1H) 

mmmiio 

WkW\ 210a) 



l-^^-3-7xnJH5^V-Jl/3. 7g^^-h^b FD77XMU -50^ 
tWn-7^JMJ?7A (1. 5mol/l s\tt>mm 18. 7ml *iTLfc. Kj&ia* 

24 1 




0 
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P?h^77^- T*tMb (A^>:iiX^=3:l), l-^?;i/-5-7x-Jh 
lH-2~f 5^V-;U#;i^^y;^b F 1. 9g 

'H-NMR (DMS0-d 6 ) 5:3. 98 (s, 3H) 7. 28 (t, J=8. 0Hz, 1H) 7. 40 (t, J=8. 0Hz, 2H) 8. 82 (d, 
J=8. 0Hz, 2H) 8. 10 (s, 1H) 9. 75 (s, 1H) 



\-*^)\>-§-y ain;i/-lH-2— T S.^/-)V^JV^->7 )Vt\l 15ml <DV 

t^JlXM^i/Fizmffi-V, U>^7j<*^U^A (lmol/l)3ml SrtJPX-feo 
mi~ b U >>A 1. 5g (DykmmZ-hUTL, MUX 20 £ v Fellf#b7Co KJfcmZTk&tinTL, 

(^1t> : mmx.^-JV=3 : 1— 1 : : ^ ? J -)V=Z : 1) , 5^-5- :7 x 

n;wm-2--r s^y-;^;v^>i? 90mg &#fc 0 

•H-NMR (DMS0-d 6 ) (5 :4. 00 (s, 3H) 7. 26 (t, J=8. 0Hz, 1H) 7. 42 (t, J=8. 0Hz, 2H) 7. 75 (s, 
1H) 8. 82 (d, J=8. 0Hz, 2H) 

mmm 210c) 



mmm 19d) e) t^ra^t«tO 2-<V7°n#^y-3-[4-y h^>-3- ([(1-* 

^;v-5-77 x - 71— ih-2 — r 5 u ;w - jw 7$y x^;w 7xzjh ?°n/\° 





242 
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'H-NMR (CDC 1 3 ) 6 : 0. 97 (d, J=6. 0Hz, 3H) 1. 06 (d, J=6. OHz, 3H) 2. 84 (dd, J=7. 0, 
14.0Hz, 1H) 2. 97 (dd. J=4. 5, 14. OHz, 1H) 3. 48 (sept, J=6. OHz, 1H) 3. 81 (s, 3H) 
4. 02 (m. 1H) 4. 03 (s, 3H) 4. 52 (d, J=7. OHz, 2H) 6. 75 (d, J=8. OHz, 1H) 6. 91 (s, 1H) 
7. 06 (dd, J=2. 0, 8. OHz, 1H) 7. 16 (m, 2H) 7. 21 On, 1H) 7. 31 (t, 1=7. 5Hz, 2H) 7. 68 (d, 
J=7. 5Hz, 2H) 



H»J 28a) -c) , 208a), b) tmm^mz^V) , Nl- (2, u D7i-;W - 

2-2-* h^->-5-[ >-4-^y-i, 3-f7V7>-5-r;n ^^;w 

'H-NMR (DMSO-d 6 ) 5:3. 00 (dd, J=10. 0, 14. OHz, 1H) 3. 32 (m, 1H) 3. 65 (s, 2H) 3. 76 (s, 
3H) 4. 82 (dd, J=4. 5, 10. OHz, 1H) 6. 93 (d, J=8. OHz, 1H) 7. 11 (m, 2H) 7. 38 (dd, J=2. 5, 
8. OHz, 1H) 7. 64 (d, J=2. 5Hz, 1H) 7. 80 (d, J=8. OHz, 1H) 9. 42 (s, 1H) 

»aiM212a) 



M5SM 203 tmm^mz^K) 2-(2-x^-4-t°'jy;W-4-;^;i/-l, 3-^77 

'H-NMR (DMS0-d 6 ) 5 : 1. 23 (t, J=8. OHz, 3H) 2. 69 (s, 3H) 2. 83 (a, J=8. OHz, 2H) 7. 70 (d, 

J=6. OHz, 1H) 7. 78 (s, 1H) 8. 60 (d, J=6. OHz, 1H) 

H»!l212b) 



$mm 19d)e) £mm<Dj3mz<kr) 3-3-[([2H2-:i:^JtM-brys^M-4-*3 1 ;U- 



■MM2U 




CI 
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'H-NMR(CDC1 3 ) (5 : 1. 07 (d, J=6. 0Hz, 3H) 1. 18 (d, J=6. OHz, 3H) 1. 37 (d, J=7. 5Hz, 

3H) 2. 72 (s, 3H) 2. 94 fa. 3H) 3. 06 (dd, J=4. 5, 14. OHz, 1H) 3. 61 (sept, J=6. OHz, 

1H) 3. 89 (s, 3H) 4. 12 (dd, J=4. 5, 7.0Hz, 1H) 4. 59 (d, J=7. OHz, 2H) 6. 55 (bs, 1H) 
6. 84 (d, J=7. OHz, 1H) 7. 18 (d, J=7. OHz, 1H) 7. 22 (s, 1H) 7. 63 On, 1H) 7. 72 (s, 1H) 
8.62 (d, J=5. OHz, 1H) 
Hi 213 

mmm 213a) 



^>X7 5 F^rv-A 6. 7g t^Jly'n^U-h 5ml ;WC«fl¥U 3 

-TiSL h+1t>:^tX5 1 ;k=10: 1) , (Z)-3-([(Z)-l-75 7-l-7 

i^WJT>]75/^-»-2-7 , n^;x-b 4. 5g £#7c D 
'H-NMR(CDC1 3 ) 5 : 1. 30 (t, J-8. OHz, 3H) 4. 17 (q, J=8. OHz, 2H) 4. 90 (d, J=6. OHz, 
1H) 5. 25 (bs, 2H) 7. 38 (d, J=6. OHz, 1H) 7. 40-7. 50 On, 3H) 7. 65 On, 2H) 
M3i#J213b) 



(Z) -3- ( [ (Z) -1-75 7-l-7x-JM 5P U rr>] 757 -2-7/D^y x- 

h 4. 5g^^77x-^x-^;U30ml fc»)Sb, 200*0^ 5 IfsMbfc. Rj^H^r 

h^77^--(?ilbA^>:tlx^=l:l->y7nin^^>:^^7-;i, 
=50:1) , X^JV 2-7xXJV-lH-5-^ 5^/-MJ^^yl/- h 3. 5g £t#fc 0 
l H-NMR (CDC1 3 ) 5 : 1. 39 (t, J=8. OHz, 3H) 4. 38 (q, J=8. OHz, 2H) 7. 43 On. 3H) 
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7. 78 (s, 1H) 7. 90 (m, 2H) 
MM 213c) 

XJ?)V 2-7x-;V-lH-5— T ^yV—fyZDV^lsV— b 3. 5g£N, N-v^Wl^ 
M7$ F 30ml »Tzk*{b± b U 0. 71g Srin*., 13LM.~£ 1 P#W 

KJ£«E£??tf*i&U 3S7<fbpWH. 5ml ^in^., M*C30#IWiI# 

x^;i/ i-^^;p-2-7x— ;i/-m-4— r 5^/— h o. 6g ^ 
■y->:S^x5 1 ;i/=i:iTx5 l ;i/ 1-^^-2-7 a: x;v-m-5-f 

i/^-b 2. 2g£#fc„ 



x^;v i-^5=-;i/-2-7x— ;wih-4-<5^/— ;u*;v*^r^w— b 

] H-NMR(CDC1 3 ) <5 : 1. 37 (t, J=8. 0Hz, 3H) 3. 94 (s, 3H) 4. 34 (a, J=8. 0Hz, 2H) 7. 46 (m, 
3H) 7. 60 (m, 2H) 7. 83 (s, 1H) 



'H-NMR(CDC1 3 ) <5 : 1. 39 (t, J=8. 0Hz, 3H) 3. 77 (s, 3H) 4. 39 (a, J=8. 0Hz, 2H) 7. 45 On, 
3H) 7. 64 (m, 2H) 7. 68 (s, 1H) 

mmm 213d) 






x?;i- \- *^)v-i-7 ^-)v-m-s-i ^yv—)vt>)v^^v-Y 2. 2g€x^ 

2 4 5 



WO 02/080899 
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7 —)V 20ml izmmis, 5N 7mfci- b U V 2ml £in*_, 1 ^WlSlfc. 

'H-NMR(CDC1 3 ) <5 : 3. 77 (s, 3H) 7. 52 (m, 3H) 7. 71 (m, 2H) 8. 06 (s, 1H) 
«M213e) 



H«J 19d)e) t.mm<D-%mz.£.r) HV7'n^^y-3-[4-/ b3^>-3- ( [ (1-^ 

l H-NMR(CDCl 3 ) <5 : 0. 82 (d, J=6. 0Hz, 3H) 0. 97 (d, J=6. 0Hz, 3H) 2. 66 (dd, J=7. 0, 
14. 0Hz, 1H) 2. 79 (dd, J=4 5. 14. 0Hz, 1H) 3. 41 (sept, J=6. 0Hz, 1H) 3. 76 (s, 3H) 
3. 78 (s, 3H) 3. 91 (dd, J =4. 5, 7. 0Hz. 1H) 4. 37 (d, J=7. 0Hz, 2H) 6. 87 (d. J=8. 0Hz. 1H) 
7. 05-7. 08 (m, 2H) 7. 46-7. 53 (m, 3H) 7. 72 (d, J=6. 5Hz, 1H) 7. 82 (s, 1H) 8. 13 (bs, 1H) 

mmmiu 

m&m 214a) 



X.^)V x.-)V-m-A--1 S.d?^J~)Vt) )V^^U~- h 0. 6g^X^ 

)V-i-y ^~)v-m-A-^ 5 ^V-;i/#;i^>i? o. 5g 

'H-NMR (CDC1 3 ) (5 : 3. 86 (s, 3H) 7. 52 (m, 3H) 7. 68 (m, 2H) 7. 83 (s, 1H) 





X 
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q 



mmm m)e) tmrn^mz^v 2— (v^a^^s-a-* h^>-3-([(i-* 

'H-NMR (CDC 1 3 ) 5 : 0. 84 (d, J=6. OHz, 3H) 0. 99 (d, J=6. 0Hz, 3H) 2. 70 (dd, J=7. 0, 
14. 0Hz, 1H) 2. 84 (dd, J=4. 5, 14. 0Hz, 1H) 3. 44 (sept, J=6. OHz, 1H) 3. 79 (s, 3H) 
3. 90 (s, 3H) 3. 96 (dd, J=4. 5, 7. OHz, IE) 4. 40 (d, J=7. OHz, 2H) 6. 90 (d, J=8. OHz, 
1H) 7.1 Km, 2H) 7. 56-7. 64 (m, 3H) 7. 70-7. 76 (m, 1H) 8. 10 (s, 1H) 8. 97 (bs, 1H) 

mmm 215 

fiE»1215a) 



MM! 203 tmmoft&TZ 2- (2-^DD7x-JW-4-^fJl/-l, 3-f77-JV-5- 

'H-NMR (DMSO-de) <5 :2. 68 (s, 3H) 7. 48-7. 55 On, 2H) 7. 65 (d, J=8. OHz, 1H) 8. 24 (dd, 
J=2. 0, 8.0Hz, 1H) 13. 50 (bs, 1H) 
HJfcM 215b) 



'H-NMR (CDC 1 3 ) <5 : 1. 07 (d, J=6. OHz, 3H) 1. 17 (d, J=6. OHz, 3H) 2. 74 (s, 3H) 2. 93 (dd, 
J=7. 0, 14. OHz, 1H) 3. 07 (dd, J=4. 5, 14. OHz, 1H) 3. 60 (sept, J=6. OHz, 1H) 3. 89 (s, 




CI 
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3H), 4. 13 (dd, J=4. 5, 7. OHz, 1H) 4. 59 (d, J=7. OHz, 2H) 6. 84 (d, J=8. OHz, 1H) 
7. 16 (dd, J=2. 0, 8. OHz, 1H) 7. 23 (d, J=2. OHz, 1H) 7. 35-7. 38 <m, 2H) 7. 48-7. 51 (m. 
1H) 8. 23-8. 26 (m, 1H) 



C0 2 H 



'H-NMR (DMSO-d 6 ) <3 :2. 66 (s, 3H) 7. 56 (d, J=8. OHz, 2H) 7. 98 (d, J=8. OHz, 2H) 

nmm 21m 

0 

C0 2 H 





mmm 38 1 mno-xmz&r) 3-3- 1 ( [2- ihdd 7i=w -4-* ^)v-\, 3-^7 v* 

'H-NMR (CDCI3) 5: 1. 07 (d, J=6. OHz, 3H) 1. 17 (d. J=6. OHz, 3H) 2. 70 (s, 3H) 2. 93 (dd, 
J=7. 0, 14. OHz, 1H) 3. 06 (dd, J=4. 5, 14. OHz, 1H) 3. 60 (sept, J=6. OHz, 1H) 3. 90 (s, 
3H) 4. 13 (dd. J=4.5. 7.0Hz, 1H) 4.58 (d, J=7. OHz, 2H) 6. 52 (bs, 1H) 6. 84 (d, 
J=8. OHz, 1H) 7. 16 (dd, J=2. 0, 8. OHz, 1H) 7. 22 (d, 1=2. OHz, 1H) 7. 41 (d, J=9. OHz, 
2H) 7. 86 (d, J=9. OHz, 2H) 
gjj 217 

mmm 217a) 
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•H-NMR (DMS0-d B ) 6 :2. 60 (s, 3H) 7. 08 (dd, J =4. 0, 5.0Hz, 1H) 7. 77 (d, J=8. 0Hz, 1H) 
7. 80 (d, J=5. OHz, IB) 13. 38 (bs, 1H) 
217b) 



2-(2-^x-;w-i, l-?-7 V— )V-5- fJH*M-;k75/) ^f;H7i-^D 

'H-NMRCCDCls) 5 : 1. 05 (d, J=6. OHz, 3H) 1. 17 (d, J=6. OHz, 3H) 2. 67 (s, 3H) 2. 93 (dd, 
J=7. 0, 14. OHz, 1H) 3. 06 (dd, J=4. 5, 14. OHz, 1H) 3. 59 (sept, J=6. OHz, 1H) 3. 89 (s, 
3H) 4. 11 (dd, J=4. 5, 7.0Hz, 1H) 4.57 (d, J=7. OHz, 2H) 6. 49 (bs, 1H) 6. 83 (d, 
J=8. OHz, 1H) 7. 08 (dd, J=4. 0, 5.0Hz, 1H) 7. 17 {dd, J=2. 0, 8.0Hz, 1H) 7. 22 (d, 
J=2. OHz, 1H) 7. 43 (dd, J=l. 0, 5.0Hz, 1H) 7. 52 (dd, J=l. 0, 4. OHz, 1H) 

MifiM218a) 



(±)-Z-a-^X*y >f\) V U/^X7rJV 20. 6g a u*?y 200ml 

1, 8-^T-tf If n [5. 4. 0]-7-^7>5r-fe> 8. 9ml £#n^fc 0 SJStt*^ 
ST 15#H&#bfc^tert-:/5\>I/-N- (5-^=- ;U-2-* h^>^>v;W #;W^ 
- h^nn^^> 50ml SffiT 16 P#MSt#b)fco K)S$E£3k 

7^-Tffi^bK^1t>:Mx^;i/=3:l), (Z) -2- [ K>^;k*^>) # 

Mz;W75/-3- (3-[(tert-yh^r~>A;U#-;W 757] 7^^-4-7 h^~>!7 



0 
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i-;H-2-^a^;i-b 21g£#7c 0 

»H-Nffi(CDCI 3 ) <5:1.44(s, 9H) 3. 80 (s, 3H) 3. 86 (s, 3H) 4. 25 (s, 2H) 4. 90 (bs, 1H) 
5. 13 (s, 2H) 6.78(4 J=8. OHz, 1H) 7. 35 (m, 5H) 7. 42 (m, 1H) 7. 49 (in, 1H) 
9mm 218b) 



(Z) -2- [ K>>UM-^» ts)Vi^-M 75 7-3- (3- [ (tert-^ Y^ti 
757] ^ 5^-4-7 h3"zsy x.~)U) h 5g £7^/— ;i/ 

J&«e£»saU MJ±TIiL> iS^ 'J b ^7 -Til 

f Sdtfcck^TlBfigx^M *?\H/ 2-T5 7-3-(3-[(tert-yh^^;^x 

M7$;]77-JH-7 h^>7x-JW7°n/Vi-h 3. 4g £#fc 0 

'H-NMR (CDC1 3 ) 6:1. 43 (s, 9H) 2. 80 (dd, J=7. 0, 14. OHz, 1H) 3. 69 (dd, J=4. 5, 14. OHz, 

1H) 3. 72 (s, 3H) 3. 82 (s, 3H) 4. 27 (d, J=6. OHz, 2H) 5. 00 (bs, 1H) 6. 79 (d, J=8. OHz, 

1H) 7. 06 (m, 2H) 

M3kM 218c) 



*^)V 2-T$y-3-(3-[(tert-yh^r5>^;U^-;i/) 757] *^)V-4-* 
^y^~)V) 7'n/Vi-F 3. 4g^^nn^;l/A 30ml ^$PU W&k 1. 7ml £3E 
»K 775^ 1. 35ml £jjn*-, 60°CT? 20 ^mmWLTz. fcmm%frft?L, TK^in 

A Tl£*ft b fctiETfi b 7Co Si^v'J* Atl 7A7n7h7 77^-T"f 
Mb K^r-y->:Mx^;b=9: 1) , 1- [1- (3- [ (tert-^ h^>?j;i^- )V) 7 5 /] 
^WU-4-* h^v^>> J ;W-2-^ h^y-2-t^Vi?JH-l-y7y>K9A 
2. 5g £rf#fc 0 
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'H-NMR (CDC1 3 ) 6 : 1. 43 (s, 9H) 3. 78 (s, 3H) 3. 82 (s, 3H) 4. 27 (d, J=6. OHz, 1H) 

5. 00 (bs, 1H) 6. 79 (d, J=8. OHz, 1H) 7. 1 1 (m, 2H) 

«M218d) 



l-[l-(3-[(tert-^b^^*;i/3p— ;W 7$;] *?-)V-A-* h^>^>^;U) -2- 
^ b^y-2-t^VX^]-l-y7y>H^A 2g S n-y°UAy-)V 30ml fd^? 
U B^o^£A(II)25mg£;&n*fc 0 SSt mfWLfc«J±TilL> 

nznf'bw&mMMM £mm<D%mT?mmTz>zL2i\z&K) > 3- (3- [(2, a—j? 

'H-NMR (CDC 1 3 ) 5 : 0. 87 (d. J=8. OHz, 3H) 1.58 (a J=8. OHz, 2H) 2. 97 (dd, J=7. 0, 
14. OHz, 1H) 3. 09 (dd, J=4. 5, 14. OHz, 1H) 3. 38 On, 1H) 3. 52 (m, 1H) 3. 85 (s, 3H) 
4. 07 (dd, J =4. 5, 7. OHz, 1H) 4. 60 (d, J=7. OHz, 2H) 6. 82 (m, 2H) 7. 16 (dd, J=2. 0, 
8. OHz, 1H) 7. 30 (dd, J=2. 0, 8. OHz, 1H) 7. 40 (d, 1=2. OHz, 1H) 7. 40 (d, J=2. OHz, 
1H) 7. 65 (d, J=8. OHz, 1H) 



mmm 203 ^mm^m-v 2- (A-^^jvy ^-m-a-^^-jv-i 3-f7V-jv-5- 

'H-NMR (CDC 1 3 ) <5 : 2. 40 (s, 3H) 2. 77 (s, 3H) 7. 25 (d, J=8. OHz, 2H) 7. 85 (d, J=8. OHz, 2H) 




M&\ 219a) 
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nti&Mwtmnommz&v 3-3- [([2- &-*?-)V7^-m -a-^^-ju-i 3-^7 

'H-NMR (CDC 1 3 ) 5: 1. 07 (d. J=6. OHz, 3H) 1. 17 (d. J=6. OHz, 3H) 2. 40 (s, 3H) 2. 70 (s, 
3H) 2. 93 (dd, J=7. 0, 14. OHz, 1H) 3. 07 (dd. J =4. 5, 14. OHz, 1H) 3. 60 (sept, J=6. OHz, 
1H) 3. 89 (s, 3H) 4. 1 3 (dd, J =4. 5, 7.0Hz, 1H) 4.58 (d, J=7. OHz, 2H) 6. 49 (bs, 1H) 
6. 84 (d, J=8. OHz, 1H) 7. 16 (dd. J=2. 0, 8. OHz, 1H) 7. 22 (d, J=2. OHz, 1H) 7. 24 (d, 
J =8. OHz, 2H) 7. 81 (d, J=8. OHz, 2H) 

mmm 220 
mmm 220a) 



Wmm 203 £ITO©;£Sn? 2- (3-^no-4-7JWD7i-;W -A-*^)V-\, 3-3^ 

! H-NMR(CDC1 3 ) 5 :2. 80 (s, 311) 7. 23 (d, J=8. OHz, 1H) 7. 84 (m, 1H) 8. 09 (dd, J =2. 0, 
8. OHz, 1H) 

mmm 220W 



^mm 38 tmm<D-%mz&K) 3-3- 1 ( [2- (3-^ o n 4-7 j w o 7 x zjw -4-^ ? 
;w, 3-?-7v/— r;w*;v^-;i/T^y) ;>wm -4-* h^r^^oc— ;w2— r 

V7"D*^y*M>S^IL 

! H-NMR(CDC1 3 ) <5 : 1. 07 (d, J=6. OHz, 3H) 1. 18 (d, 1=6. OHz, 3H) 2. 70 (s, 3H) 2. 94 (dd, 
J=7.0, 14.0Hz, 1H) 3. 07 (dd, J =4. 5, 14.0Hz, 1H) 3. 61 (sept, 1=6. OHz, 1H) 3. 89 (s, 




0 
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3H) 4. 13 (dd, J-4. 5, 7.0Hz, 1H) 4.58 (d, J=7. 0Hz, 2H) 6. 52 (bs, 1H) 6. 84 (d, 
J=8. OHz, 1H) 7. 17 (dd, J-2. 0, 8.0Hz, 1H) 7. 21-7. 23 (m, 2H) 7. 76-7. 80 (m, 1H) 
8. 02 (dd J=2. 0, 8.0Hz, 1H) 

mmm 22\ 

MM 221a) 
CI 

C"l^^SyC0 2 H 




-5-27 

'H-NMR (DMS0-d 6 ) <5 :2. 67 (s, 3H) 7. 60 (dd, 1=2. 0. 8.0Hz, 1H) 7. 86 (d, J=2. OHz, 1H) 
8. 28 (d, J= 8. OHz, 1H) 

mmm 22 m 



mm 38 tmmo^mz^ 9 3-3- [ ( [2- (2, 4-v^ uuy x -jh -4-^ ^;v-i, 3- 

'H-NMR (CDC 1 3 ) 6 : 1. 07 (d, J=6. OHz, 3H) 1. 17 (d, J=6. OHz, 3H) 2. 72 (s, 3H) 2. 94 (dd, 
J=7. 0, 14.0Hz, 1H) 3. 07 (dd, J=4. 5, 14. OHz, 1H) 3. 60 (sept, J=6. OHz, 1H) 3. 89 (s, 
3H) 4. 13 (dd. J=4. 5. 7.0Hz, 1H) 4.59 (d, J=7. OHz, 2H) 6. 52 (bs, 1H) 6. 84 (d, 
J=8. OHz, 1H) 7. 17 (dd. J=2. 0, 8.0Hz, 1H) 7. 23 (d, J=2. OHz, 1H) 7. 36 (dd, J=2. 0, 
8.0Hz, 1H) 7. 51(d, J=2. OHz, 1H) 8. 24 (d, J=8. OHz, 1H) 

^mm 222 

mmm 222 a) 

f\, S-^C0 2 H 




mmm 203 tmm^mv 2- (2, 4-^ 
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! H-NMR (CDC1 3 ) 6:2. 61 (s, 3H) 2. 82 (s, 3H), 7. 27-7. 33 (m, 2H) 7. 37 (d, J=8. OHz, 1H) 
7. 80 (d, J=8. OHz, 1H) 

mmm 222W 



£mM.<Djjm\Z&V 3-3- [([2- (2-*^J]/7x.-)l)-4-*^)]s-\, 3-^7 

v*-;v-5~f ;w -;i/7 $ j ) * -4-* h ^ 1 -;p-2— r y y □ ^ 

'H-NMR (CDC 1 3 ) 6: 1. 07 (d. J=6. OHz, 3H) 1. 17 (d. J=6. OHz, 3H) 2. 57 (s, 3H) 2. 72 (s, 
3H) 2. 94 (dd, J=7. 0, 14. OHz, 1H) 3. 07 (dd, J=4. 5, 14. OHz, 1H) 3. 60 (sept, J=6. OHz, 
1H) 3. 89 (s, 3H) 4. 12 (dd, J =4. 5, 7.0Hz, 1H) 4.59 (d, J=7. OHz, 2H) 6. 51 (bs, 1H) 

6. 84 (d, J=8. OHz, 1H) 7. 16 (dd, J=2. 0. 8.0Hz, 1H) 7. 24 (d, J=2. OHz, 1H) 

7. 26-7. 38 (m, 3H) 7. 70 (dd, J=2. 0, 8. OHz, 1H) 

mmm 223 

Wmm 223a) 
/ \— / — & I 



SB£#!]203 t^i©^T2-(4-^ h + y7x-JH-4-^^-l, 3-?7V*-Jh 

'H-NMR (DMSO-d 6 ) 5 : 2.63 (s, 3H) 3.80 (s, 3H) 7.04 (d, J=8. OHz, 2H) 7.90 (d, 
J=8. OHz, 2H) 

mmm 22m 
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n»j38 tmm<D^mz£z> 3-3- [([2- (4-* h 7 xzjm -4-^^-1, 3- 

'H-NMR(CDC1 3 ) 5 : 1. 05 (d, J=6. OHz, 3H) 1. 17 (d, J=6. 0Hz, 3H) 2. 69 (s, 3H) 2. 93 (dd, 
J=7. 0, 14. OHz, 1H) 3. 05 (dd, J=4. 5, 14. OHz, 1H) 3. 59 (sept, J=6. OHz, 1H) 3. 86 (s, 
3H) 3. 89 (s, 3H) 4. 12 (dd, J=4. 5, 7. OHz, 1H) 4. 58 (d, J =7. OHz, 2H) 6. 49 (bs, 1H) 
6. 83 (d, J=8. OHz, 1H) 6. 94 (d, J=8. OHz, 2H ) 7-17 (dd, J=2. 0, 8.0Hz, 1H) 7. 22 (d, 
J=2. OHz, 1H) 7. 86 (d, J=8. OHz, 2H) 
jli 224 

wzm 224a) 

<r\,S^C0 2 H 



Mt&M 203 2-{l-^)Vy^-)V)-A-^)V-\, 3-^7 V — ;U-5- 

'H-NMR (CDC 1 3 ) 5:2. 42 (s, 3H) 2. 81 (s, 3H) 7. 32 On, 2H) 7. 76 (dd, J=2. 0, 8.0Hz, 1H) 
7. 82 (d, J=2. OHz, 1H) 



mmm 38 tmmco^mz^r) 3-3- c ( [2- 0 ^)vy^~M-A-^)v-\, 3-9^7 

'H-NMR(CDCls) 6: 1. 07 (d, J=6. OHz, 3H) 1. 17 (d. J=6. OHz, 3H) 2. 41 (s, 3H) 2. 71 (s, 
3H) 2. 93 (dd, 1=1. 0, 14. OHz, 1H) 3. 06 (dd, J=4. 5, 14. OHz, 1H) 3. 60 (sept. J=6. OHz, 
1H) 3. 89 (s, 3H) 4. 12 (dd. J =4. 5, 7.0Hz, 1H) 4.58 (d, J=7. OHz, 2H) 6. 49 (bs, 1H) 

6. 84 (d, J=8. OHz, 1H) 7. 17 (dd. J=2. 0, 8. OHz, 1H) 7. 23 (d, J=2. OHz, 1H) 

7. 25-7. 34 to, 2H) 7. 70 (d, J=8. OHz, 2H) 7. 76 (bs, 1H) 
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MM 225 



mmm 225a) 




MMM 203 tmmcD^mi: l-{A-y)V^ruy^~)V)-^-^)V-\, 3-^ TV— )V- 
l H-NMR (CDC1 3 ) a :2. 85 (s, 3H) 7. 16 (t. J=8. 0Hz, 1H) 7. 87 (t. J=8. 0Hz, 1H) 

mmm 225b) 



mum 38 t.mU(Dj5mz&K> 3-3- [ ( [2- (4-7;^n 7x - jw -4-^^;Wl, 3- 

>m o 

MSffl/e(ESI) (MH+) 487 
Hl#!l 226 
226a) 



>?^DD^m^5 L ;V20g t7th7;i/ft H 8g £&7Kv>x3\7Ux--7^ 50ml 
5^J£« 8. 5g £JnA, 4I^MlPS!ft3taEL/fc. U 7jc. T^xTzkS 

jjd^.tpH9 tit, ^^PP^^^^iPAwaibfeo ^iie^^7j<w-T^>"7 

K#>:SHlfJN:Hl:l), ^JI/ 2-75 y-5-^^-1, 3-^ TV- 

7j;^+->i/- b 2. 8g £#7t. 





N^C0 7 Me 
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'H-NMR(CDC1 3 ) 6 :2. 61 (s, 3H) 3. 88 (s, 3H) 5. 02 (bs, 2H) 

mmm 22m 



*?-)V 2-75 ;-%-*^)V-\, Z-^7V~)V-A-t})V^i/V— h 2. 8g &*$?J 
-)V 30ml iH-fbzkStM 7ml 7k^T^ MfltSfc:*- h U 1. 2g ©7>c^?g^ 

fc^-fbH-il 1. 3g CD^bzK*^ 7ml ^4>^JlDA, 60°CT 1 B#F^«#bfe 0 SJ£ 

-5-^^V-l, 3-5^7 V > -;W4-#;i/^>'l'- h 0. 47g £#fc 0 
'H-NMR (CDC 1 3 ) 5 : 2. 74 (s, 3H) 3. 93 (s, 3H) 
m&M 226c) 



n7i^Mn>| 0. 2g £ h;i/X>fC^£?U fh7+7 h 'J7i^7 7^f 

o. i5g i^m* u ^ a o. 7g &%Q^fz a Kifcrnz^mnm^T imm 

V-)l-4-Jl fr^isU- h 0. 2g 
'H-NMR (CDC1 3 ) 6 : 2. 83 (s, 3H) 3. 97 (s, 3H) 7. 38 (m. 2H) 7. 77 (dd, J=2. 0, 8.0Hz, 
1H) 7. 94 (d, J=2. 0Hz, 1H) 
fiBSM 226d) 
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o. 2g lomi izmmv, WTmikjr h u v&mm imi mux., i strain 

'H-NMR (DMS0-d 8 ) 6 : 2.73 (s, 3H) 7.55 (m, 2H) 7.83 (d, J=8. 0Hz, 1H) 7.93 (d, 
J=2. 0Hz, 1H) 



mffiM 38 iimm<DJ$mz£ D 3-3- [ ( [2- (3-^f^7x-JH 3-5P7 

MSm/e(ESI) 503 (MH + ) 
«l 227 
M»J 227a) 



CI 

226 tmmommz^ o 2- (3-5-s^ □ □ ? x -;w -5-^^-1, 3-5^ 77 

'H-NMR (DMS0-d 6 ) 5 : 2.74 (s, 3H) 8. 75 (s, 1H) 8. 90 (s, 2H) 

mmm 22m 



mm 38 tmmo^mzj: d 3-3- [ ( [2- (3-5-^ dd7 x— ;w -5-^^-1, 3- 



«J 226e) 






2 5 8 
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^^;i/#>M<H#fc 0 

MSm/e (ESI) 537 (MH + ) 

mmm 22s 

Wmm 228a) 



'H-NMR(CDC1 3 ) 5 : 2. 53 (s, 3H) 2. 81 (s, 3H) 6. 74 (d, J=5. 0Hz, 1H) 7. 28 (d, J=5. 0Hz, 1H) 
m&m 228b) 



mmmu tmmojjmz&v kv^o^^^-/ h^>-3-[([5-^;i/- 
2-(5-^^-2-^x-;i/)-i, 3-^T^/-;i/-4-f ;W^;^^;PT5y) ^ 

MSm/e(ESI) 489 (MH + ) 
H»J 229 
m&m 229a) 



226 tmmv^mz^r) 5-^^;U-2-(3-^x-;W-l, 3-^7l/-;W4-* 

'H-NMR(CDC1 3 ) 5 : 2. 84 (s, 3H) 7. 41 (dd, J=l. 0, 5.0Hz, 1H) 7. 50 (d, J=l. 0Hz, 1H) 
7. 81 (d, J=5. 0Hz, 1H) 

mmm 22%) 






2 5 9 
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C0 2 H 



38 £mm<D^mz£y 2-<V7°n^y-3-4-/ h^r->-3-[([5-y^;i/- 
2- (3-^x-;W-l, 3-9 1 7!/-JHH';W AM^75 ;) *3\JM y-oi-^n 

MSm/e(ESI) 475 (MH + ) 

mmm 230 

§gjfiM 230a) 



S" 

MM 226 tmnoJjmZtkK) 2- (5-^ o n-2-5 1 ! - JH jH, 3-f 77 
'H-NMR(CDC1 3 ) 5 : 2. 83 (s. 3H) 6. 92 (d, J=5. 0Hz, 1H> T. 24 (d, J=5. 0Hz, 1H) 

mmm 230W 

^»J38 tmmommz^V 3-3- [ ( [2- (5-^ o n-2-?x - JW -5-^ 3- 
MSm/e(ESI) 509 (MH + ) 

g 23i 



rn.rn.rn 231a) 

^ ' NH, 



'2 

1— >/7 n^>^>^;i/#^it5 H 2g ^T-h^t Fd77>MU n-v> 
4. 3g ^iPAT^T 16 P#IKH*#Lfc. M^^^fiETillbttM^yU 

2 6 0 
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i. 8g &ntc 0 

'H-NMR(CDC1 3 ) 6: 1. 64 (m, 2H) 1. 78-1. 94 (m, 4H) 2. 00 (m, 2H) 2. 95 (qui, J=6. 0Hz, 1H) 
6. 86 (bs, 1H) 7. 50 (bs, 1H) 
MM 231b) 




M5tM 203 tlRl^cD^TM-r^dt^ctD 2-5^ n^>^;i/-4-^5F;W, 3- 

'H-NMR(CDC1 3 ) 6 : 1. 70-1. 88 On, 6H) 2. 20 (m, 2H) 2. 72 (s, 3H) 3. 42 (qui, J=6. OHz, 1H) 
«$I231c) 




mmm 38 tmmammz^v 3-[3-([(2— >^o^>^;i/-4-^^;i/-i, wi/ 

MSm/e(ESI) 461 (MH + ) 
|gj 232 
S^fil 232a) 




M5t$I231 tlwf^^^ct D 2->i7D^\4 1 >';i/-4-^^;i/-l 1 3-5"TV-;i/-5- 

'H-NMR (CDC1 3 ) 6 :1. 25-1. 55 (m, 5H) 1. 75 (m, 1H) 1. 86 On. 2H) . 213 (m, 2H) 2. 72 (s, 
3H) 2. 96 (qui, J=6. 0Hz, 1H) 

mmm 232b) 

2 6 1 
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r 



C0 2 H 



MSm/e(ESI) (MH + ) 475 

mmm 233 
mmm 233a) 



'H-NMR(CDC1 3 ) <5 :2. 61 (s, 3H) 2. 82 (s, 3H) 7. 30 On, 2H) 7. 37 (d, J=8. 0Hz, 1H) 
7. 80 (dd, 1=2. 0, 8. 0Hz, 1H) 

mmm 233b) 



HJSfcl 38 t|nim^)7j^(Ccfc D 3-3- [ ( [2- (2-*^)l7 x ~;M -4-*3Ml/-l, 3-5P T 

MSm/e (ESI) 482 (MH + ) 
234 

SBM 234a) 

(r\,s Y C(1 2 H 



MM 231 t^CD^fciO 2- (2-* h + y7x-;W-4-^^Jhl, 3-^7l/— 





0 
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'H-NMR (DMSO-d 6 ) d : 2. 66 (s, 3H) 4. 02 (s, 3H) 7. 10 (t, J=8. 0Hz, 1H) 7. 25 (d, J=8. OHz, 
1H) 7. 55 (t, J=8. OHz, 1H) 828 (d, J=8. OHz, . 1H) 

mmm 234W 



^M38 tmm^mz^r) 3-3- [([2- a-* b^y^M-A-^)v-\, 3- 
^7i/-;u-5— r;w xjitf-jiys. j) -4-* h^^7i ruw-r y :/n 

MSm/e(ESI) 498 (MH + ) 
H»H 235 
235a) 



2->Ty-3-^^;Vt°U^>2g^t°Uv>30!iiK h U i?J!/7 5 > 12ml KligtfS 
U ^{b7K^^X^2^raAy«J>^bfcc S^^« : 4' 5 o°c-Tr2B#p B 1M#b7c 

>:S^mx^Jl/=l:l) , 3-^^;i/-2-t°U> ? >^;V^^^-7a H 2. 6g 

'H-NMR (CDC 1 3 ) 5 : 2. 76 (s, 3H) 7. 28 (m, 1H) 7. 62 (d, J=8. OHz, 1H) 8. 37 (d, 1=4. OHz, 1H) 

Ufem 235b) 



T«BI$)203 tl^il©7j?*'c : Mii-r«c:<h^^i9 4-^;i/-2-(3-^5P;U-2-t:U^ 

;w-i, 3-5^7 y-;w5-#;i^>M£#£:o 




o 
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'H-NMR (DMSO-d,) <5 :2. 66 (s, 3H) 2. 71 (s, 3H) 7. 42 (dd, J=4. 0, 8. OHz, 1H) 7. 80 (d, 
J=8. OHz, 1H) 8. 44 (d, J =4. OHz, 1H) 

mmm 235c) 




mrnmzz tm&wzmz&r) 3-3- u [2^3-^3^-2- t°u^;wHh*5P;w, 3- 

MSm/e(ESI) 484 (MH + ) 
H») 236 
§g»<J 236a) 




6 



3-tfn U > 2g ^Dn^^> 30ml i-^nDl$M| 5. 6g £in 

PVh^77^--rilL (Stix^V^^y-jV =4:1), 3-fc:'J>?>N-:#-^>F 
2. 4g £#fc 0 

'H-NMR (CDC 1 3 ) 5 :2. 31 (s, 3H) 7. 10 (d, J=8. OHz, 1H) 7. 17 (dd, J=4. 0, 8.0Hz, 1H) 
8. 07 (m, 2H) 

mmm 236b) 




3-H'Jy>N-t^yF 2. 4g %7± h UJl 30ral Mb, hU^^S-U^ 
yj- t* 3. 5ml ty^f^JVA'^ n U F 2. 4ml £in^ 2 mmwmmtiSLV 

2 6 4 
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h^7 7^-^»»Lfc(^1J->:WitX5 i ;i'=l:l). dgJ»#SSSjgW 235aJ lz%£-o 
Till, 5-^^;W2-tf >J^>*;^ft75 F 0. 2g 

'H-NMR(CDC1 3 ) <5 :2. 41 (s, 3H) 7. 63 (d, J=8. 0Hz, 1H) 8. 34 (bs, 1H) 8. 60 (d, J=8. OHz, 1H) 

mmm 236c) 

— /~"\,S^C0 2 H 



09 203 tHiC^TfflltSdtC.tD 2-(5-X5P;i/-2-k°L)^;i/)-4-^;i/- 

'H-NMR (DMS0-d 6 ) <5 : 2. 35 (s, 3H) 2. 65 (s, 3H) 7. 78 (dd, J=2. 0, 8.0Hz, 1H) 8. 02 (d. 
J=8. OHz, 1H) 8. 48 (d. J=2. OHz, 1H) 



H»!l38 tiitO^tiQ 3-3-[([2-(5-^^;b-2-h 0 U^;W-4-^^;i/-l, 3- 

MSm/e(ESI) 484 (MH + ) 
jij 237 
Wkykm 237a) 
/~\, S^C0 2 H 



W&m 203 tlRl«®>&ffifc«fc 9 2- (2-^ DD7x-;H -4-x^;Wl, 3-f7 7'-JV 

'H-NMR (CDC 1 3 ) 5 : 1. 37 (t, J=8. OHz, 3H) 3. 24 (a, H=8. OHz, 2H) 7. 40 (m, 2H) 7. 52 (m, 
1H) 8- 35 Cm. 1H) 
H«J 237b) 






2 6 5 
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mmm 38 tmm^mz £ o 3-3- [ ( [2- (2-^ □ o7i-;m -4-x^-i, 3-^t 

v*-;i/-5--TJW^;i/^-;i/T5y) -4-^ h^>:7a::z;i/-2--< v:/ 

MSm/e(ESI) 517 (MH + ) 
HifJ 238 

mmm 238a) 



'H-NMR (DMSO-d 6 ) (5:1.23 (t, J=8. OHz, 3H) 3. 08 (a, H=8. 0Hz, 2H) 7. 57 (d, J=8. 0Hz, 
2H) 8. 00 td, J=8. OHz, 2H) 
mMM 238b) 



mmm 38 tmm^miz^. o 3-3- [ ( [2- \a-v nay i-jh -4-x^;w, 3-^t 

MSm/e(ESI) 517 (MH + ) 
g|g 239 
M»l 239a) 



M^M2QZ tmU<D^mz^v 2- W-^wi^mx;!/) -4-x5f;1/-i, 3-^yy-)V 
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'H-NMR (DMSO-d 6 ) <5 : 1. 23 (t, J=8. OHz, 3H) 2. 35 (s, 3H) 3. 07 (a, H=8. OHz, 2H) 7. 30 (d, 
J=8. OHz, 2H) 7. 86 (d, J=8. OHz, 2H) 

mmm 239W 



mmm 38 hmm^miz «t 0 3-3- [ ( [2- (4-^^7i-jh -4-xg^-i, 3-^r 

MSm/e(ESI) 497 (MH + ) 
«M 240 
240a) 



Mt&M 235 «h^©^ffit«tt) 4-X^;i/-2-(3-^^;P-2-b D U> ? ;W-l, 3-?7V* 

'H-NMR (DMS0-d 6 ) 5:1. 27 (t, J=8. OHz, 3H) 2. 74 (s, 3H) 3. 10 (a, H=8. OHz, 2H) 
7. 42 (dd, J=4. 0, 8.0Hz, 1H) 7. 81 (d. J=8. OHz, 1H) 8. 48 (d, J=4. OHz, 1H) 

mmm 240W 



«#i]38 £M*©:£j5fck:J:B 3-3-[([2-(3-^^;i/-2-tfUS?;W-4-x^;P-l, 3- 
MSm/e(ESI) 498 (MH + ) 






2 67 
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zmm 24i 



mmm 241 a) 




Mxtffl 236a-c) tmm®^mz<kV 2-(5-^^;V-2-t°'J> ? ;i/)-4-x^-l, 3-5^ 

'H-NMR (DMS0-d 8 ) 5:1. 24 (t, J=8. OHz, 3H) 2. 35 (s, 3H) 3. 09 (a, H=8. 0Hz, 2H) 7. 79 (d, 
J=8. 0Hz, 1H) 7. 81 (d. J=8. OHz, 1H) 8. 49 (s, 1H) 

mmm 24 iw 



«M38 £mm<Djjmiz£r> 3-3- [{[2- (5-^3^-2- If U^;W-4-x5^-l, 3- 

MSm/e(ESI) 498 (MH + ) 
mMM 242 
Stfifll 242 a) 



S3t#[|203 ilH^CDTj^^^D 2-(3-i/DO-4-7MD7x-JW-WJh 

l, 3-^7v-;w-5-#;M^>M£f#fc 0 

'H-NMR (CDC 1 3 ) 5:1. 35 (t, J=8. OHz, 3H) 3. 20 (q, H=8. OHz, 2H) 7. 21 (d, J=8. OHz, 1H) 
7.-83 (m. 1H) 8. 10 (dd, J=2. 0, 8.0Hz, 1H) 

mmm 242b) 






2 6 8 
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mmm 38 tmncD^mz^y 3-3- [([2- (3-^7 4-7Md7i-jh-4-i? 

MSm/e(ESI) 535 <MH + ) 
HffBffJ 243 
®t«J 243a) 



W&W 203 fc^O^T? 4-x^;V-2- (2-3=-xx;W -1, 3-f 7y-;V-5-*M 

'H-NMR (CDC 1 3 ) 5 : 1. 33 (t, J=8. 0Hz, 3H) 3. 18 (a, H=8. 0Hz, 2H) 7. 10 (dd, J=4. 0, 
5. 0Hz, m 7. 47 (d, J=4. 0Hz, 1H) 7. 60 (d, J=5. 0Hz, IB) 
243b) 



H«J38 t^©^td<kt) 2— f V:/ntfM^>-3-4-* h^>-3- [ ( [4-x^;V- 
2- (2-5Px-;W-l, 3-f7VHl/-HJH*M-^75y) 7i-^D 

MSra/e(ESI) 489 (MH + ) 
m&m 244 
H»J 244a) 



h^r>--3-(2-[4-(h I J7Jl/^-o^5 1 ;i/) 7iy + y] X^;H ^>X7^ft 
□ #3^-3- (4-* h^v -3-2-[4-(hU7Mn^fjl/) 7x7*->]i^7x 




0 





2 6 9 
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J H-NME(CDC1 3 ) 6: 0.96 (d, J=6. OHz, 3H) 1.15 (d, J=6. OHz, 3H) 1.23 (t, J=7. 2Hz, 
3H) 2. 79 (dd, J=8. 4, 14. OHz, 1H) 2. 95 (dd, J=4. 8, 14. OHz, 1H) 3. 08 (t, J=7. 6Hz, 
2H) 3.50 (sept, J=6. OHz, 1H) 3.82 (s, 3H) 4.00 (dd, J =4. 8, 8. 4Hz, 1H) 4.15-4.20 
(m, 4H) 6. 78 (d, J=8. OHz, 1H) 6. 96 (d, J=8. 8Hz, 2H) 7. 09 (s, 1H) 7. 10 (d, J=8. OHz, 
1H) 7. 52 (d, J=8. 8Hz, 2H) 

mnm 244b) 

o 

0^ 

x^2-^yyn^y-3-(4-/ bJrzs -3-2- [4- (h'J 7Mu*?-M 7x7 
^y]I^7i^)yD/\7l-hWI le) izmfflzttEMls, 2-f V7°P^ 
3r >-3- (4-;* h ->-3-2- [4- (hU7 P ;* 3\/M 7 :n / * ->] JL^JV 7 x -M 

'H-NMR(CDC1 3 ) 6: 1.02 (d, J=6. OHz, 3H) 1.15 (d, J=6. OHz, 3H) 2.89 (dd, J =7. 6, 
14. OHz, 1H) 3. 07 (dd, J=4. 0, 14. OHz, 1H) 3, 09 (t, J=7. 6Hz, 2H) 3. 56 (sept, 
J=6. OHz, 1H) 3.83 (s, 3H) 4.10 (dd, J=4. 0, 7. 6Hz, 1H) 4.17 (t, J=7. 6Hz, 2H) 
6. 80 (d, J=8. OHz, 1H) 6. 96 (d, J=8. 8Hz, 2H) 7. 09 (s, 1H) 7. 09 (d, J=8. OHz, 
1H) 7.52 (d, 1=8. 8Hz, 2H) 

mmm 245 
mmm 245a) 




4-* b^>-3-(l [4- (Ml 7 JVJ-n ^ y-JM ttzs] ^)V)^>X7)V 
:/D4**>'-3-[4-* h^-> -3-([4-(h U 7)V^u^)V) ^>~JM jr^^^J- 
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'H-NMR{CDC1 3 ) 6: 0.96 (d, J=6. 0Hz, 3H) 1.15 (d, J=6. 0Hz, 3H) 1.23 (t, J=7. 2Hz, 
3H) 2.79 (dd, J=8. 4, 14. OHz, 1H) 2.95 (dd, J=4. 8, 14. OHz, 1H) 3.50 (sept, 
J=6. OHz, 1H) 3.82 (s, 3H) 4.00 (dd, J=4. 8, 8. 4Hz, 1H) 4.15-4.20 (m, 2H) 4.58 
(s, 2H) 4.64 (s, 2H) 6.79 (d, J=8. OHz, 1H) 7.16 (dd, J=2. 4, 8.0Hz, 1H) 7.28 
(d, J=2. 4Hz, 1H) 7. 49 (d, J=8. OHz, 2H) 7. 60 (d, J=8. 4Hz, 2H) 



M Or^s^M 7x.—M 7'D/vx-hS» le) tmWzti&mV, 2--fvy 
n#^>-3- [4-* b^->-3- ( [4- ( h U 7)V*U*^)V) 1>&M tt^tf-JV) 7 

>H-NMR(CDC1 3 ) 5: 1.02 (d, J=6. OHz, 3H) 1.15 (d, J=6. OHz, 3H) 2.92 (dd, J=7. 6, 
14.0Hz, 1H) 3. 09 (dd, J=4. 0, 14.0Hz, 1H) 3.56 (sept, J=6. OHz, 1H) 3.81 (s, 3H) 
4. 12 (dd, J =4. 0, 7. 6Hz, 1H) 4. 59 (s, 2H) 4. 64 (s, 2H) 6. 80 (d, J=8. OHz, 1H) 
7. 14 (dd, J=2. 4, 8. OHz, 1H) 7. 28 (d, J=2. 4Hz, 1H) 7. 50 (d, J=8. 4Hz, 2H) 7. 60 
(d, J=8.4Hz, 2H) 



?m<ti- b U 7I± 40rag h J k Fn^^>2ml fd&flpU ^Txf;i/3- 
[3-(k FD^y^?;W-4-^ h^y7xHJH -2-^f V 7°D#^>'7 , o;Vi- h 
0. 51g(Z)^h^t Fn:7 7>&«(lmI):fcJ:tf 4-#nn^>5?;i':7 , n$ K 0. 25mg & 



»!l 245b) 




mm 246 




2 7 1 
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^it>-WBex^;K4:l)«ffl^H«fcD 0. 19g£#&. HSntO. 19g£*MM le) 



'H-NMR (CDC1 3 ) 5: 1.02 (d, J=6. OHz, 3H) 1.15 (d. J=6. OHz, 3H) 2.92 (dd, J=7. 6, 

14.0Hz, 1H) 3. 09 (dd, J=4. 0, 14. OHz, 1H) 3.56 (sept, J=6. OHz, 1H) 3.81 (s, 3H) 

4. 12 (dd, J=4. 0, 7. 6Hz, 1H) 4. 59 (s, 2H) 4. 60 (s, 2H) 6. 80 (d, J=8. OHz, 1H) 

7.13 (dd, 1=2. 4, 8.0Hz, 1H) 7.27 (d, J=2. 4Hz, 1H) 7.32 (s, 4H) 

mmm 247 

Wtm 247a) 



XrP;P 3-[3-(k FP^y^^JH-^ H+5/7xZJH-2--fy^D^j/^n 
/VX-h 2. 2g£S?* b^>x^> 15ml £?§i£U Tj^TTHH-fbU > 1. 2ml * 



§'>'J*^;i/*7A^OYh^77-r-fc#U a^U- >-Wf&L x 5P; K4 : 1 ) fcti 
AVX-H 2. 6g ^^#feo 

'H-Nffi(CDCl 3 ) <5: 0.97 (d, J=6. OHz, 3H) 1.15 (d, J=6. OHz, 3H) 1.24 (t, J=7. 2Hz, 
3H) 2.88 (dd, J=8. 4, 14. OHz, 1H) 2.95 (dd, 1=5.2, 14. OHz, 1H) 3.50 (sept, 
J=6. OHz, 1H) 3.87 (s, 3H) 4.00 (dd, J=5. 2. 8. 4Hz, 1H) 4.11-4.21 (m, 2H) 4.53 
(d, J=2. 4Hz, 2H) 6.79 (d, J=8. 8Hz, 1H) 7.08 (d, J=8. 8Hz, 1H) 7.12 (s, 1H) 
M&l 247b) 



ymikV AT IVSi-ry ^ 87mg t F n 7^ > 7. 5ml KlSflfU tR<^ 

T o. 50g ©x^;p 5-^f;H-7in;hi, 3-^t v-;v-5-^;u^*~>i/- hco^ 

2 7 2 
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h7tFD77 >mm (2. 5mi) £ao;i, list 3 mmmn^rco Kmrn^^i^tc 
Tk&kzfiwmm&iupL, mm^)ixmm^tc 0 &mm&mu-&m.7k-cm& 

^□•?h^7^-t#U ^-th>-WX5=-;K2:l)^j±}^®J;D (4-*5P;b-2- 
7i-Jhl, 3-f77HH-l';i/)^^/-;i/ 0. 42g £#fc a 
'H-NMR (CDCl 3 ) 5: 2.46 (s, 3H) 4.82 (s, 2H) 7.50-7.53 (m, 3H) 7. 88-7. 91 (m, 2H) 
HJSM 247c) 



7jc*{b7" h U »7 A 24ig Srh7th*P77>2il fcl?gfl?U tK^T 3- [3- (7n 
^r^5=-;W-4-^ h^r~>7oi-;i/]-2-'f 77n^>7o/V x— b 0. 19gC)^h^ 
t Hn^^>^(iml)^.J:^(4-^^;i/-2-7/3in;i,-i, 3-^t v-;w5-^;W ^ 
^y— ;K). 12mgO-r-h7t Hay^>M(lil) ^CDJUtcJjQ*., SIST 15B#W 

mnhfco Bofcmiz in 7i<mfb± h u ^Azk*« 2mi ^tin*., mmn* 2 wrM^#b 

m^rffl^fcHPLC KTilb, 2--f 77d#^v-3- (4-* [ (4-* 3^1-2- 

7x-^-i, 3-?t v-;i/-5--r;w ^ h^>] ^)w^-m y'uAym. o. i3g & 

MS m/e (ESI) 454 (MH + ) 
glj 248 
I1M 248a) 



$Jjg^J 247b) (5-y^-2-lf U'7JW^^7- 

■H-NMR(CDC1 3 ) 6: 0.93 (t, J=8. 0Hz, 3H) 1.31-1.40 (m, 2H) 1.56-1.65 (m, 2H) 2.63 





OH 
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(t, J=8. OHz, 2H) 4. 73 (s, 2H) 7. 14 (d, J=8. OHz, 1H) 7. 50 (d, J=8. OHz, 1H) 8.. 39 (s, 1H) 




(5-7^;V-2-b°U> ? ;W *&S—)V&£ZfiZ- [Z-(7u^z -4-* h*z/7^ 
-JW-2-^V^o^y7°n/Vx-h^K 247) tUftSCD^jST?, 3- 

(3-[(5-^;i/-2-t°U v;W p< b*zs] j*^;iHh* h^y7iZjW-Hy7'nzi1 

MS m/e (ESI) 416 W) 
jli 249 
$mm 249a) 




! H-NMR(CDC1 3 ) 5 : 1.34 (d, J=6. 4Hz, 6H) 4.55 (sept, 1=6. 4Hz, 1H) 4.62 (s, 2H) 
6. 87 (d. J=& 8Hz, 2H) 7. 22 (d, J=8. 8Hz, 2H) 

mmm 249W 



0 




(4-< y7°n^y7izjl/)/^; -;i/43 cfcD? 3- [3- (7'nt/ J-M -4-^ h ^ 
y7xz;W-2-fy7"D^->7n;vx-h^i\ «M 247) £IW©77Src\ 

MS m/e (ESI) 417 (MH + ) 
mMM 250 
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M 250a) 



CI 



j6t 



OH 



4 _/7 p o-2-^ N^^ISK^H, StjtM 247b) tR«O^ST, (4-^ □ □ 

•H-NMRWlj) <5: 3.83 (s, 3H) 4.62 (s, 2H) 6.85 (s, 1H) 6.94 (d, J=8. 0Hz, 1H) 
7. 20 (d, J=8. 0Hz, 1H) 

mmm 2 sow 

0" 0 

(4-^nn-2-* h^y7i^H *9 3- [3- (^nt^fJM -4-* h 



T\ 3- (3- [(4-^ no -2-^ 

MS m/e (ESI) 423 (IMP) 
Hi 251 
SBfiM 251a) 

CI 



h&m\<\ n»!i247) hmmo^m 




OH 



2_/7 p p-4-* h^y^ISt^ffi Iri, KitM 247b) t^lOMT, (2-^ p p 

'H-NMR (CDCI3) 6 : 3.80 (s, 3H) 4.70 (s, 2H) 6.80 (d. J=8. 0Hz, 1H) 6.95 (s, 1H) 
7.37 (d, J=8. 0Hz. 1H) 

mmm 25 iw 



27 5 
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r 



^->7x^H-2-l'y^n^^DA7x-h^fflH, «M 247) £l^$icZ)7j£fe 
T\ 3-(3-[(2-^nn-4-^ h^>^>>?;W ^->] ^^;W4-^ h+y7xr;H- 

2— r v y n # * zs 7 d a° >m & Wz. 0 

MS m/e (ESI) 423 (MH + ) 
Hflgffl 252 
m&t 252a) 



2-^ l>+y-4-(h'j7Mo/?JW $:MWrm%:m^, SSiifiM 247b) £|WI*IIc7)7j& 
[2-^ N^->4-(hU7Mn/?JH ^ ^y-;i^#fco 

'H-NMR(CDC1 3 ) <?: 3.92 (s, 3H) 4.72 (s, 2H) 7.08 (s, 1H) 7.22 (d, J=8. 0Hz, 1H) 
7. 42 (d, J=8. 0Hz, 1H) 



(2-/7 nn-4-^ b^^y^-Jl) J—)V&&Z$ 3- [3- (7*ot^fM -4-^ h 
+y7i-JH-H77 0 n^y7 , n/Vi-h§f^ > 247) i:|H)$l©7jSc 

T\ 3- [3- ( [2-7)Vi!r n-4- (hU7 o p< 5P;W ^ >^;W ^ ~>pWM -4-* h 
* ~> 7 oc ~ ;W -2--1- 77o^y7'D A >g§ £ fffeo 
MS m/e (ESI) 457 (MH + ) 
glj 253 
M»0 253a) 




252b) 
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a 0 ix oH 

4-7i^ygIil§I^, m&i 247b) tmm(D^mT\ (4-7i;^>7x 

'H-NMR (CDCI3) 5 : 4. 72 (s, 2H) 7. 00-7. 02 fin. 4H) 7. 12 (t, J=8. 0Hz, 1H) 7. 30- 
7. 38 (in, 4H) 

mmm 253b) 




(4-7i;^>7x-;W/^/-;l/^i;y?3-[3-(7'D^^5 1 JH-4-^h^>'7 
3i-;H-2-f V7 0 D^^7°a/VX-h^fflK *JfiW 247) 2- 
<V^n^y-3-(4-^ h^->-3-[(4-7a:y^r->^>> ? ;W ^v-] ^fJl/7i~ 

MS m/e (ESI) 451 (MH + ) 
254 




2, 4-v7 n n^>^7Jl/n-JH5J:r/ 3- [3- (7nt^fJV) -4-^ h^>^x 
-;H-2--f 77n^y7a;tyi-h^in, «M 247) <h|wi#©7j^Tr, 3- 
(3- [(2, 4-77no^>yjW ;*9^-4-^ h^~>7ac-;i/) -2— f V7°n* 

MS m/e (ESI) 427 (MH + ) 

mnm 255 
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2-7)Wrn-4- ( b U 7)V*u*^M ^.>-J)VT)Vn~)^J-zS 3- [3- C7*n^ 
5\H/)-4-* h+y7x^JW-2- T V7°a^y7°D/\Vx- h^ffit,^ H«J 247) 

tlw!#(Z)7jfeT\ 3- [3- ([2-^;i/^-o-4- ( h u ^;v^-a^^;i/) ^>^;v] ;^>* 

MS m/e (ESI) 445 (MH + ) 



4 _/7 n u-1-7)l3-u^>i?)VT)Vzi-)V&&.TS 3- [3- C7*n^E^;W -4-* 
y7x-;W-2-fV7°n#^y7 s D/VX-b^K HMM 247) t.nU<D 7j}*7!\ 
3-(3-[(4-7nD-2-7MD^>yJk) ^^-;V-4-p< h^y7x^)K -2--f 

MS m/e (ESI) 411 W) 



3, 4-i^ d P^>e?;U7';i/Zi-;^cfcrX3- [3- (7n*^^W -4-y h^->y rc 
^JW y 7n^Jry 7n;v i- h i/\ HWJ 247) fcH«©7&S"C, 3- 
(3- [(3,4-y7oD^> 5>] ^ 5^-4-^ h^zs?*. —M V7°n* 

MS m/e (ESI) 427 (MH + ) 



MM 256 




»(1 257 



0 




MM 258 
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MS m/e (ESI) 401 (MH V ) 

mmm 259 




4-^ b^>-3- 12- [4- (b U 7 )VJru y^J^riy] x^;W ^>X7^rh 

F^3cfc^2, 4-5^TyU^>> ? ^->^fflV^ MB#l27c) til^MM 29) £|eO«I©7j 

5- (4-* b 3r ~>-3-2 [4- (h'j7Mo/ ^JV) 7x;+7]XfJH>y 
;W -1, 3-?7V7>-2, 4-^> %mfro 

'H-NMR (DMS0-d 6 ) <5 : 3.09 (t, J=7. 2Hz, 2H) 3. 10 (dd, J=9. 2, 14.0Hz, 1H) 3.45 (dd, 
J=4. 0, 14.0Hz, 1H) 3.83 (s, 3H) 4.17 (t, J=7. 6Hz, 2H) 4.49 (dd, J=4. 0. 9. 2Hz, 
1H) 6. 82 (d, 1=8. 0Hz, 1H) 6. 96 (d, J=8. 8Hz, 2H) 7. 08-7. 10 (m, 2H) 7. 52 (d, 
J=8. 8Hz, 2H) 8. 37 (brs, 1H) 



mm 260 




jt H43cfct>' 2, 4-^ti/u *j>z?Jr>*m^ mmm 27c) \zm^mmm 29) tmm 

©Tj&T, 5- [4-* h + ->-3-([4-(h U 7Mn^^JW ^>^;H :t^>^3MW ^ 
>> ? ;W-1, 3-^77 7>-2, 4-v^>£t#fc 0 
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'H-NMR (DMSO-d 6 ) 6 : 3.11 (dd, J=10. 0, 14.0Hz, 1H) 3.47 (dd, J=4. 0, 14. OHz, 1H) 
3.82 (s, 3H) 4.51 (dd, J=4. 0, 9. 2Hz, 1H) 4.58 (s, 2H) 4.66 (s, 2H) 6.82 (d, 
J=8. OHz, 1H) 7.12 (dd, J=2. 4, 8.0Hz, 1H) 7.24-7.28 (m, 1H) 7.50 (d. J=8. OHz, 
2H) 7. 61 (d, J=8. OHz, 2H) 8. 10 (brs, 1H) 

mmm 26 1 

«t«J261a) 



tert-^;i/ N-(5-*;U$;P-2-^ hJtzs'OztM #;W\^-h 7.7g&«fctf 
2, 4-f7V'Uy>yt>3. 4g£b;Px> 100ml fcWJ Vy 0. 28g:feJ: 

^^m^^spu^, #fa}L7ci£ B E i£Mu h;ux>T»b7^ mj±ti£ 

#U tert-^;U N-5- [(2, 4-SWfV-l. 3-5 1 7 1 /7>-H Uf» *3\fM-2- 
* h^rS/^>> ? ;l/*;W1^— h£#7c„ &VVTr#B*l7t Uit-'f^-JV N-5- [ (2, 4- 

$y^?MM7$ H 80ml IzmMh, lOft/^v^ Am* 8. Og ^SPx, 50 ^ 
15kg/cm 2 ^zK*SPEETT20^^li#bfeo Mi$Ill,il$iEfSLfcE zK 

fd-U ^\^l7->-^x^;Kl:l)?§m7>®J:D tert-zf^-JU N-5- [ (2, 4-SWrV 
-1, 3-?7\/7>-5-^iW ;Wl/]-2-;* h^v^>^;V*;WN^-h 8. 2g£#7c 0 
'H-NMR (CDC 1 3 ) <5 : 1.45 (s, 9H) 3.11 (dd, J=9. 2, 14.0Hz, 1H) 3.42 (dd, J=3. 6, 
14. OHz, 1H) 3. 83 (s, 3H) 4. 26 (d, J=6. OHz, 2H) 4. 50 (dd, J=3. 6, 9. 2Hz, 1H) 
5.00-5.08 (nt, 1H) 6.79 (d, 1=8. OHz, 1H) 7.09-7.13 (m, 2H) 8.28-8.33 (m, 1H) 

mmm 26iw 
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NH 



tert-^;V N-5-[(2,4-5?^V-l, 3-f7V7>K;W *^)l]-2-* b*z/ 
^y-JM)V;"\^~ V 8. 2g 4M HCl-dioxane 40ml £#nA> 1 B*FK#H$L;fc. K 

mm&mmvr^ «jeti£«u tert-y^ n-5- [ (2, 3-^77 
^>-5— r;w h^>^75 >mmm 6. o g £#fc 0 

nfc tert-y^;i/ N-5- [ (2, 4-5WrV-l, 3-f7 > /7>-HiW ^7^-2-^ 
~>^>^;i/T5 >±&M 0. 20g£sJ;^2-^ h^y-4-(b'J y JV^ru ^MM 
MO. l^g^J^^^JlATS. K 2. 5ml KI«#U Wv7y*X*>iyxf 
)V0. llmK b Ui?^75>0. 10ml .^5PA^ 0 1ST 16 Wm^bfc^ £OS$! 

^A^DTh^^-fc-ft-U ^\^i7->-Wx^;K2:l)^m^ti/i:0 Nl-5- 
[(2, 4-v^^V-l, 3-?7V7>5^JW ;*rP;H-2-* h*>-^>^;k-2-* 
y-4-(hU7Mn^?JW^>X75 H 0. 18g£#&. 

'H-NMR (DMS0-d 6 ) d : 2.99 (dd, J=9. 6, 14. 0Hz, 1H) 3.28 (dd, J=4. 0, 14. 0Hz, 1H) 
3. 79 (s, 3H) 3. 97 (s, 3H) 4. 42 (d, J=6. 0Hz, 2H) 4. 79 (dd, J=4. 0, 9. 6Hz, 1H) 

6. 93 (d, J=8. 4Hz, 1H) 7. 08-7. 13 (m, 2H) 7. 37 (d, J=8. 0Hz, 1H) 7. 42 (s, 1H) 

7. 84 (d, J=8. 0Hz, 1H) 8. 64 (t, J=6. 0Hz, 1H) 12. 02 (brs, 1H) 



2-7 a n-4-p< h*is$:MMM&£Z£ tert-y^)l N-5- [ (2, 4-iWp V-l. 3-^ 
7 1 /7>-KJW/^JH-2-^ h^y^>yjl/75>tiS$fflK ^Wi 261) 

tmmomm-c, N1-5-K2, 4-^^v-i, 3-f7V7>5-^jn *^m-i-^ v 



mm 262 




0 



2 81 
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'H-NMR (DMS0-d 6 ) <5 : 2.99 (dd, J=9. 6, 14.0Hz, 1H) 3.28 (dd, J=4. 0, 14. OHz, 1H) 

3. 78 (s, 3H) 3. 79 (s, 3H) 4. 42 (d, J=6. OHz, 2H) 4. 79 (dd, J=4. 0, 9. 6Hz, 1H) 

6. 93 (d, J=8. 4Hz, 1H) 6. 94-6. 96 (m, 1H) 7. 06 (d, J=2. 4Hz, 1H) 7. 08-7. 13 On, 
2H) 7. 43 (d, J=8. OHz, 1H) 8. 64 (t, J=6. OHz, 1H) 12. 02 (brs, 1H) 



7-V-)VWt&£.& tert-y^;V N-5- [ (2, 4-^^V-l, 3-^7y7>-5-f;W ^ 

jn-Mh^^>^75>sii$i^, mmm 26D tHttc^ST, N2- 

5- [(2, 4-i^T^V -1, 3-f7V7>-K;W ^^;w-2-^ h^^^v 5 ;^-^ 
;i/-2-h° U^^^v'TS 

'H-NMR (DMSO-d e ) 5 : 0.89 (t, J=7. 2Hz, 3H) 1.25-1.33 (m, 2H) 1.53-1.60 (m, 2H) 
2.67 (t, J=8. OHz, 2H) 2.99 (dd, J=9. 6, 14. OHz, 1H) 3.28 (dd, J=4. 0, 14.0Hz, 
1H) 3.79 (s, 3H) 4.42 (d, J=6. OHz, 2H) 4.77 (dd, J=4. 0, 9. 6Hz, 1H) 6.93 (d, 
J=8. 4Hz, 1H) 7.03 (d. J=2. 4Hz, 1H) 7.10 (dd, J=2. 4, 8. 4Hz, 1H) 7.81 (dd, J=2. 0, 
8. OHz, 1H) 7. 95 (d, J=8. OHz, 1H) 8. 49 (d, 1=2. OHz, 1H) 8. 89 (t, J=6. OHz, 1H) 
12.02 (brs, 1H) 

mmm 264 



4-' f V:/D3j?*$'£ASIM3«ktf tert-y^;i/ N-5- [ (2, 4-S^^V-l, 3-^77 
(D^mx\ Nl-5- [ (2, 4-^^V-l, 3-?777>-K ;W *?;H-2-.* b^>"^ 



'H-NMR (DMSO-d 6 ) 5: 1.26 (d, J=6. OHz, 6H) 2.99 (dd, J=9. 6, 14. OHz, 1H) 3.28 (dd, 



■MM 263 





0 
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J=4. 0, 14. OHz, 1H) 3. 79 (s, 3H) 4. 42 (d, J=6. 0Hz, 2H) 4. 69 (sept, J=6. OHz, 
1H) 4. 79 (dd, J=4. 0, 9. 6Hz, 1H) 6.93 (d, J=8. 4Hz, 1H) 6.95 (d, J=8. 4Hz, 2H) 
7. 03 Cs, 1H) 7. 08 (d, J=8. 4Hz, 1H) 7. 84 (d, J=8. 4Hz, 2H) 8. 63 (t, J=6. OHz, 1H) 
12.02 (brs, 1H) 

mmm 265 




[(2, 4-i^^V-l, 3-?7V7>H;H^?iW-2-^ h^^^>-J)lT ^>mM 

m&m^* mmm 2qd tmm(D^mr\ N4-s-[(2, 4-^^v-i, 3-f7V7>-5- 

'H-NMR (DMS0-d 6 ) <5 : 2. 61 (s, 3H) 2.99 (dd, J=9. 6, 14. OHz, 1H) 3.28 (dd, J=4. 0, 
14. OHz, 1H) 3. 79 (s, 3H) 4. 37 (m, 2H) 4. 77 (dd, J=4. 0, 9. 6Hz, 1H) 6. 93 (d, 
J=8.4Hz, 1H) 7.08-7.13 (m, 2H) 7.46-7.52 (m, 3H) 7.90-7.95 (m, 2H) 8.61 (m, 
1H) 12.02 (brs, 1H) 



MM 266 




4-y x.-J^MMM&^ZS tert-y^Jl N-5- [ (2, 4-^^V-l, 3-f7V7>- 
5—f;W *J-)V\-2-* h^y^>y;i/75>Ml^lVi, ^MM 261) t.nm<D75 
•m-n\ Nl-5- [ (2. 4-v^V-l, 3-f7 , /7>KJW h^>^>^ 
;H-7x"M>X75 F^flfc. 

'H-NMR (DMS0-d 6 ) 6 : 2.99 (dd, J=9. 6, 14. OHz, 1H) 3.28 (dd, J=4. 0, 14. OHz, 1H) 
3. 79 (s, 3H) 4. 42 (d, J=6. OHz, 2H) 4. 77 (dd, J=4. 0, 9. 6Hz, 1H) 6. 93 (d, J=8. 4Hz, 
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1H) 7.08-7.13 (m, 2H) 7.39 (t, J=7. 2Hz, 1H) 7.48 (t, J=7. 6Hz, 2H) 7.72 (d. 

J=7. 6Hz, 2H) 7. 76 (d, J=8. 0Hz, 2H) 7. 99 (d, J=8. 0Hz, 2H) 8. 87 (t, J=6. OHz, 
1H) 12.02 (brs, 1H) 

mmm 267 




-5— r;w *^m-2-* b^riy^>^ji7^>mm^m^, n»!j26i) tmm<Djj 

N1-5-K2, 4-^^y-l, 3-?7V7>-WJH *J-)V)-2-* h 5? 

'H-NMR (DMS0-d 6 ) 5 : 2.99 (dd, J=9. 6, 14. OHz, 1H) 3.28 (dd, J=4. 0, 14. OHz, 1H) 
3. 79 (s, 3H) 4. 42 (d, J=6. OHz, 2H) 4. 77 (dd, J=4. 0, 9. 6Hz, 1H) 6. 93 (d, J=8. 4Hz, 
1H) 7. 02 (d, J=8. 8Hz, 2H) 7. 05-7. 10 (m, 4H) 7. 20 (t, J=8. OHz, 1H) 7. 43 (t, 
J=8. OHz, 2H) 7. 92 (d, J=8. 8Hz, 2H) 8. 76 (t, J=6. OHz, 1H) 12. 02 (brs, 1H) 
gjj 268 



0 0 




^>yo/vi-h^^, mmm m) \zm^mmm \^) t.nm<D~j3m-r:\ 3- 

[3- ( [ V-2- h° U JM # 757/ -4-* h -> 7 x n;H -2- 

! H-NMR(CDC1 3 ) 6: 0.93 (t, J=8. OHz, 3H) 1.00 (d, J=6. OHz, 3H) 1.12 (d, J=6. OHz, 
3H) 1.31-1.40 (m, 2H) 1.56-1.65 (m, 2H) 2.66 (t, J=8. OHz, 2H) 2.88 (dd, 1=8.0. 
14.0Hz, 1H) 3.04 (dd, J=4. 4, 14. OHz, 1H) 3.53 (sept, J=6. OHz, 1H) 3.87 (s, 
3H) 4. 08 (dd, J=4. 4, 8. OHz, 1H) 4. 63 (d, J=6. 4Hz, 2H) 6. 80 (d, J=8. OHz, 1H) 
7.12 (dd, J=2. 4, 8.0Hz, 1H) 7.22 (d, J=2. 4Hz, 1H) 7.63 (dd, J=l. 6, 8.0Hz, 1H) 
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8. 10 (d, J=8. 0Hz, 1H) 8. 35 (d, J=l. 6Hz, 1H) 

mmm 269 




4— f V y n^^MWBcWx^;!/ 3- [3- (7 5 7 73^1/) -4-7 ^+y7x 
n;H-2— rv^D^y^n/Vx-f^K 19d) ^#MM 19e) t 

mm<Dfr&7:\ 2-ryyn^5>-3-(3-[{4~l' V7 J o^^>^)W 75 7] 7 

'H-NMR(CDC1 3 ) <5: 1.02 (d, J=6. 0Hz, 3H) 1.15 (d, J=6. 0Hz, 3H) 1.34 (d, J=6. 4Hz, 
6H) 2. 90 (dd, J=8. 0, 14. OHz, 1H) 3. 05 (dd, J=4. 4, 14. 0Hz, 1H) 3. 57 (sept, 
J=6. 0Hz, 1H) 3. 86 (s, 3H) 4. 10 (dd, J=4. 4, 8. 0Hz, 1H) 4. 58 (d, J=6. 0Hz, 2H) 
4.59-4.61 (n. 1H) 6.55-6.61 (m, 1H) 6.80 (d, J=8. OHz, 1H) 6.8? (d, J=8. 8Hz, 
2H) 7. 13 (dd, J=2. 0, 8. OHz, 1H) 7. 22 (d, J=2. OHz, 1H) 7. 69 (d, J=8. 8Hz, 2H) 

mnm 270 




4- y x — ;P5fcJ&SHfe* ck x^;U 3- [3- (75/ 7^-JM -4-7 h+v7i ~ ;H - 
HV7°P^y7'D/Vi-h^I^, MMM 19d) fc:J&^J60!I 19e) iiwj*© 
2— f V^n*f^>-3-(4-7 h^y-3-[ (4-7i-JK>VVJH 7$ 7] ^ 

'H-NMR (CDC1 3 ) <5 : 1.03 (d, J=6. OHz, 3H) 1.15 (d, J=6. OHz, 3H) 2.92 (dd, J=8. 0, 
14.0Hz, 1H) 3.06 (dd, J =4. 4, 14. OHz, 1H) 3.58 (sept, J=6. OHz, 1H) 3.88 (s, 
3H) 4.11 (dd, J=4.4, 8.0Hz. 1H) 4.63 (d. J=6. 4Hz, 2H) 6.68-6.73 (m, 1H) 6.82 
(d, J =8. OHz, 1H) 7.15 (dd, J=2. 0, 8.0Hz, 1H) 7.24 (d, J=2. OHz, 1H) 7.35-7.40 
(m, 1H) 7. 46 (t, J=7. 2Hz, 2H) 7. 59 (d. J=7. 2Hz, 2H) 7. 64 (d, J=8. OHz, 2H) 7. 82 

2 8 5 
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(d, J=8. 0Hz, 2H) 
IM 271 




jH^v^n^y^D/vi-h^K mmm m) izm^mmm i9e) ti^ 

#©7j&T\ 2-<V7 ? o*+y-3-(4-^ h^y-3-[(4-7x7^y^>^M 75 

'H-Nffi(CDCl 3 ) 5: 1.04 (d, J=6. 0Hz, 3H) 1.15 (d, J=6. 0Hz, 3H) 2.91 (dd, J=8. 0, 
14.0Hz, 1H) 3.04 (dd, J =4. 4, 14. 0Hz, 1H) 3.57 (sept, J=6. OHz, 1H) 3.86 (s, 
3H) 4.10 (dd, J=4.4, 8.0Hz, 1H) 4.59 (d, J=6. OHz, 2H) 6.60-6.65 (m, 1H) 6.81 
(d, J=8. OHz, 1H) 6. 98 (d, J=8. OHz, 2H) 7. 03 (d, J=8. OHz, 2H) 7. 13-7. 18 On, 
2H) 7. 22 (d, J=2. OHz, 1H) 7. 37 (t, J=8. OHz, 2H) 7. 72 (d, J=8. OHz, 2H) 



mm 272 




4— T V7°n \f)l$:MMWl& £.1*^)1 3- [3- (757 ^)V) -4-^ K^F^^oc- 
;H-2— f y7n^y7°D/Vi-h^^ MMM 19d) \zm^miMM 19e) tm 
m<Dj5&-(:\ 2~Y V7°n^+y-3- (3- [ (4--f V7°n t°;V^>V^;V) 7 5 J] *^)V 

'H-NMR(CDC1 3 ) 5: 1.02 (d, J=6. OHz, 3H) 1.15 (d, J=6. OHz, 3H) 1.25 (d, J=6. OHz, 
6H) 2.90 (dd, J=8. 0, 14. OHz, 1H) 2.92 (sept, J=6. OHz, 1H) 3.04 (dd, J=4. 4, 
14.0Hz, 1H) 3.56 (sept, J=6. OHz, 1H) 3.86 (s, 3H) 4.10 (dd, J =4. 4, 8.0Hz, 1H) 
4.60 (d, J=6. OHz, 2H) 6.66-6.70 fa, 1H) 6.81 (d, J =8. OHz, 1H) 7.14 (dd, J=2. 0, 
8.0Hz, 1H) 7.23 (d, J=2. OHz, 1H) 7.26 (d, J=8. OHz, 2H) 7.68 (d, J=8. OHz, 2H) 
Hi 273 
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0 0 



-o 




2, 4-$^ h*is&&mm&£&X.7)l 3- [3- (7S J*3-M -4-* 
;M-2--fV^o^y7'o/Vl-h^K 19d) £^#H2ffi0a 19e) £1^ 

n.Wtt&TZ, 3- (3- [(2, 4-^* h^y^>y-f JW 73 7] ^?JH-/ h^y7x~ 

;w -2--r v 7° o ^ v y p /\° 

'H-NMR (CDCI 3 ) 5: 1.02 (d, J=6. 0Hz, 3H) 1.15 (d, J=6. 0Hz. 3H) 2.90 (dd, J=8. 0, 
14. OHz, 1H) 3. 04 (dd, J=4. 4, 14. 0Hz, 1H) 3. 56 (sept, J=6. OHz, 1H) 3. 85 (s, 
3H) 3.88 (s, 3H) 3.92 (s, 3H) 4.09 (dd, J -4. 4, 8.0Hz, 1H) 4.61-4.63 On, 2H) 
6.47 (d, J=2. OHz, 1H) 6.59 (dd, J=2. 0. 8. 8Hz, 1H) 6.81 (d, J=8. OHz, 1H) 7.13 
(dd, J=2. 0, 8.0Hz, 1H) 7.22 (d, J=2. OHz, 1H) 8.19 (d, J=8. 8Hz, 1H) 8.34-8.39 
(ffl, 1H) 

mmm 274 



0 0 



ns\3Fz/)l£MMm.&£Z£^)V 3- [3- ( [ (tert-:/ h^-^)U^~M 
7S7] ^J-)]/) -4-;* h^y7xnjl/] -2— f y 7° □ ^ 7° n / w x- hSffi^, 
mrnm 38) tmM<D^X\ 3-(3-[(4-S>i7D^->;^>VV;W 757] *?\H/- 

4- ^ h * -> y ^ -M -2-<t v u □ a° >wt& #fc 0 

MS m/e (ESI) 454 (MH + ) 

mmm 275 



0 



0 



^0 




OH 



r 
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4- W-x.^)V7 %MMM.&£Z$^)V 3- [3- ( [ (tert-^b^v*;^- 
H»J38) W V7°P^^y-3- [4-^ ( [4- (4'-x5 : 

MS m/e (ESI) 476 (MH + ) 



ijfegjl 276 




2-±77^I/>^;i/^>M4o t ±:^x^;i/ 3- [3-([(tert-^h^->*;Ufc;W 7 
5/] *3VW-4-* h^i/7x-;H-2- fvyn^y^n/Vx- b&JBH, M 

75 y ] ^f^7xz;n 7"D^>i^ifc. 
MS m/e (ESI) 422 (MH + ) 
HMffJ 277 
SB&ftl 277a) 




2-^DD-4-t Fn^y^ISS 1. 9g£^9Vl^;i/A7 5 H 20ml KlltflfU 
1. 8g*«k^ifc7K** U ^A 1. 2g ^JPtl, ^M-C 3 P£Mjt#bfc 0 

0 2-^7 □ n-4-t H n^y«i^f^ 1. 7g £t#£io 
M»!J 277b) 
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Hnn-4-k Hn^->SfIS»^?>0. 25g §y^^Wl/A75 F 10ml f3*§ 
^y-;l/6ml fct£MU lNTKH^h'J^A 3ml £ft]7L, SfflT? 6 PtKHt^bfeo 

s^i^£MfU wwm-v*mistcz'&, ftiifjU'ttfflbfco #n«^fn 
x b^is&mwwt i. 7g £#fc 0 

'H-NMRtCDCls) 5 : 1.43 (t, J=7. 2Hz, 3H) 4.10 (q, J=7. 2Hz, 2H) 6.84 (dd, J=2. 8, 
8. 8Hz, 1H) 6. 99 (d, J=2. 8Hz, 1H) 8. 03 (d, J=8. 8Hz, 1H) 

mmm 277c) 

ci 0 . 0 



2_/7 n n-4-x Y^is&Mmm.Si&.tf 3- [3- ( [ (tert-7>^~>^;^x;W 

#J38) t|sJ#©73^T?, 3- (3-[(2-7UD-4-lh^y^>!/-f;H 75/] j*^;i/-4- 
^h+y7xz;W -2-> r 77n^y7o;i>i^#fc= 
MS m/e (ESI) 450 (MH + ) 

mi&M 278a) 




CI 0 
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277b) tfflmvjj'mu, 2-^ d 

l H-NMR(CDCl 3 ) 5: 1.05 (t, J=7. 2Hz, 3H) 1.80-1.86 (in, 2H) 3.98 (t, J=6. 4Hz, 2H) 

6. 84 (dd, J=2. 8, 8. 8Hz, 1H) 6. 99 (d, J=2. 8Hz, 1H) 8. 03 (d, J=8. 8Hz, 1H) 

mmm 21m 



2-2 p D-4-7°o^y^lS^J;t; 3- [3- ( [ (tert-:/ h^Xfrtf—M 7 5 

09 38) <h|WIil077&T, 3-(3-[(2-^nD-4-7'n^y^>yV;W7$y] 
-W^v7x ~ ; V) -2--T V7'a^^n^>|*#fc, 
'H-NMR (CDC 1 3 ) 5: 1.03 (t, J=7. 2Hz, 3H) 1.04 (d, J=6. 0Hz, 3H) 1.16 (d, J=6. 0Hz, 
3H) 1.76-1.85 (m, 2H) 2.91 (dd, J=8. 0, 14. 0Hz, 1H) 3.06 (dd, J =1 4, 14. 0Hz, 
1H) 3. 57 (sept, J=6. 0Hz, 1H) 3. 85 (s, 3H) 3. 92 (t, J=6. 4Hz, 2H) 4. 10 (dd, J=4. 4, 
8.0Hz, 1H) 4.61 (d, J=6. 0Hz, 2H) 6.80-6.89 On, 3H) 6.95-7.02 (m, 1H) 7.14 (dd, 
1=2. 0, 8. OHz, 1H) 7. 24 (d, J=2. OHz, 1H) 7. 74 (d, J=8. 8Hz, 1H) 

mmm 279 , 
mmm 279a) 



M 277b) tmm<D^T:\ 2-^an-A-i V7°D^y$iSi^#fe 0 

'H-NMR (CDCI3) <3: 1.37 (d, J=6. OHz, 6H) 4.62 (sept, J=6. OHz, 1H) 6.81 (dd, J=2. 8, 

8. 8Hz, 1H) 6. 99 (d, J=2. 8Hz, 1H) 8. 02 (d, J=8. 8Hz, 1H) 

nnm 21m 




CI 0 




2 9 0 



WO 02/080899 



PCT/JP02/03006 




CI 0 



0 



X 



OH 



0 



-0 



r 



2-^7 p r yyo^y^Iti^iD! 3- [3- ( [ (tert-y h^v^j;i/#-;i/) 

«M38) tmm<DJf&X\ 3- (3- [ (2-^ n n-M V ^n#^^>^ ;W 7S 

MS m/e (ESI) 464 (MH + ) 
HflSM 280 
Wmm 280a) 



"H-NMR (CDC1 3 ) 8 : 1.76-1.98 (m, 8H) 4.78-4.82 (m, 1H) 6.81 (dd, J=2. 8, 8. 8Hz, 
1H) 6. 99 (d, J=2. 8Hz, 1H) 8. 02 (d, J=8. 8Hz, 1H) 

mnm 2sow 



2-^ d n^>? j^+^If i^iri 3- [3- ( [ (ieit-7 h^ZiJV 

SrfflV^ H»J 38) £I^ilCD75?£T:, 3- (3- [ (2-^ D D-4-y >f J^+y^ 

>vV;W 75/] 7^;u-4-/ h^->7^-;w-2— r y7°p#^^y°n/\°>^^f# 

'H-NMR (CDCI3) 5: 1.03 (d, J=6. 0Hz, 3H) 1.15 (d, J-6. 0Hz, 3H) 1.72-1.95 (m, 8H) 
2.91 (dd, J=8. 0. 14.0Hz, 1H) 3.05 (dd, J=4. 4, 14. 0Hz, 1H) 3.56 (sept, J=6. 0Hz, 




277b) £MU<DJ3&-V, 2-7PD-4-S 
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1H) 3. 85 (s, 3H) 4. 10 (dd. 1=4. 4, 8. 0Hz, 1H) 4. 60 (d, J=6. OHz, 2H) 4. 74-4. 77 

fan, 1H) 6.79 -6.86 fan, 3H) 6.95-7.01 fan. 1H) 7.14 (dd, J=2. 0, 8.0Hz, 1H) 7.24 

(d, J=2. OHz, 1H) 7.73 (d. J=8. 8Hz, 1H) 

mmm 28 1 

mi&M 281a) 



4-tr on-2-t Hn^^Ifi 5. Og S^/^MyS F 25ml iliiU, 
3C7<bx^;H4 5g*«k^K*U9A 12g£Jn;5L, 70°CTr 8 Btr B 1»b7to MJfc 

7A^OTh^77-f-fc#U A^t>Mx?Jl/ (2 : 1) ^m^H«t D > 
4-^ p D-2-X h^^IffX^l/ 3. 8g 

l H-NMR(CDCl 3 ) 5: 1.48 (t, J=7. 2Hz, 3H) 1.59 (t, J=7. 2Hz, 3H) 4.10 (q, J=7. 2Hz, 
2H) 4. 33 (a, J=7. 2Hz, 2H) 6. 92 (d, J=2. OHz, 1H) 6. 94 (dd, J=2. 0, 8. 8Hz, 1H) 
7. 73 (d, J=8. 8Hz, 1H) 



4-^nn-2-xh^^Iflx^0. 2g ;i/ 5ml K:i&B?U lNzkiHb 

±hU^A2nil tfiT6i^f B »Lfcc ^rl^^Tk^b, lNJfiBlT?* 

»jK*«EE«*bT 4-^7 □ d-2-x h^S/^AW 0. 20g 
'H-NMR (CDC1 3 ) <5: 1.59 (t, J=7. 2Hz, 3H) 4.33 (q, J=7. 2Hz, 2H) 7.04 (d, J=2. OHz, 
1H) 7.13 (dd, J=2. 0, 8. 8Hz, 1H) 8.13 (d, J=8. 8Hz. 1H) 





MM 281c) 
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r 



A-i7 u p-2-x b^^Mmm&kZf- 3- [3- ( [ (tert-y 75 

38) tii©^T, 3- (3- [ (4-^ n n-2-i ->^>vVJH 75 / ] JH- 
* h * ~> y x ~JV) -2— f V7"n^y7°D A° 
MS m/e (ESI) 450 (MH + ) 
282 

mmm 282a) 



2, Kn+^SK^iDfa ^{bx^Jl^M^M 281a) Mifi^il 

281W tmm<o^mv. 2, 4-7xh+^ist^#fc, 

'H-NMR(CDC1 3 ) a : 1.45 (t, J=7. 2Hz, 3H) 1.56 (t, J=7. 2Hz, 3H) 4.10 (a, J=7. 2Hz, 
2H) 4.28 (a, J=7. 2Hz, 2H) 6.51 (d, J=2. 0Hz, 1H) 6.62 (dd, 1=2. 0, 8. 8Hz, 1H) 
8. 12 (d, J=8. 8Hz, 1H) 



2, 4-yX^yfelWJ;^3- [3- ( [ (tert-^ h^FisfjJVtf—M 75 A 

|WI^CD7jfeT\ 3- (3- [(2, 4-7X h^y^>^;H 75 7] / ^H-^ h+y7x 
x;w -2— f v 7n^ ^y" a A >M£f#fc„ 
MS m/e (ESI) 460 (MH + ) 
283 




»J 282b) 
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mmm 283a) 




2-b HD^y-4-(hU 7)V3rU*^)V) ^>X7J^fh H 0. 80g £$?*9\nojvH, 
A7S F8ml 3^7-fbx^;)/ 0. 78g *ck^^ U 0. 69g £i0A> 70°C 

;K5:1) igtftftfliJ;?), 2-x h^>-4- (b »J ^;^p^^;W ^>X7JVrk F 

o. 60g &mco 

'H-NMR(CDC1 3 ) 6 : 1. 57 (t, J=7. 2Hz, 3H) 4. 22 (q, 1=7. 2Hz, 2H) 7. 22 (s, 1H) 7. 29 
(d, J=8. 0Hz, 1H) 7. 93 (d, J=8. 0Hz, 1H) 10. 50 (s, 1H) 



2-ih+->-4-(hU y)V^u^^-)V) ^>X7^rt K 0. 60g 

K 5ml £ U >M— 7kmi- b U ^A 67mg zK^ftt (lml) MlUM^ h U 

•^A 0. 35g*»tft(3ml) *«Tbfco S?Sl:12WM, zk^JPTl, SH7J^ 

5=-;P (2:1) ^tHUi^ct 0 2-x h^->-4- ( h U 7;^n^^;W 0. 55g 

'H-NMR(CDClj) (5: 1.61 (t, J=7. 2Hz, 3H) 4.40 (a, J=7. 2Hz, 2H) 7.28 (s, 1H) 7.40 
(d, J=8. 0Hz, 1H) 8. 30 (d, J=8. 0Hz, 1H) 



283b) 




mm 283c) 
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2-x h*S>-4- (h'J7MD^ 3\JM 3- [3- ( [ (tert-:/ h^r^ti 

)Vtf~JV) T$y] ^J-M-A-^ h^y7irjl/]-2-^yyp^y7°D/Vi- 
b£J£^>H»il 38) hnm<D^mX\ 3- [3- ( [2-X h ^ y-4- ( h ij 7 D / f JW 
^ y W MTS.J * 9-)V) -4-* b 5" 7 x. ~M -2--f V :/ n 7" o >M £ 

MS m/e (ESI) 484 (MH + ) 
HMW 284 
MM 284a) 



283a) t^O^t?, 2-7°n^^5/-4-(hU^jl/^-D^?;W^> 

'H-NMR(CDC1 3 ) <5: 1.11 (t, J=7. 2Hz, 3H) 1.88-1.96 (m. 2H) 4.10 (t, J=7. 2Hz, 2H) 
7. 22 (s, 1H) 7. 29 (d, J=8. 0Hz, 1H) 7. 93 (d, J=8. 0Hz, 1H) 10. 50 (s, 1H) 
m&M 284b) 



2-yn^^->-4-(h U 7/;i/^-n^^;W ^>X7;Pft SJiiM 283b) 

£IM©77&TC\ 2-7a#^y-4- ( h U 7Ma^f;H ^ISItSifc. 
'H-NMR(CDC1 3 ) 5: 1.15 (t, J=7. 2Hz, 3H) 1.94-2.04 (m, 2H) 4.30 (t, J=7. 2Hz, 2H) 
7.28 (s, 1H) 7.40 (d, J=8. 0Hz, 1H) 8.30 (d, J=8. 0Hz, 1H) 

mmm 284c) 
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^ 0 0 0 



OH 



2-^°n#^->-4- ( h U y)V3ru^M &&mM&£Zfi 3- [3- ( [ (tert-7/ h=^-> 
MS m/e (ESI) 498 (MH + ) 

^aa 285 

m&m 285a) 



4-7 r n^m#m^cfc^X^;i^ 3- [3- (757 -4-7 h+->7i=M -2- 

^y:7 0 n#^>yp/wx-h£j3^ HJfiM 19d) i^©^t?, x^;i>3-[- 
3-([4-7n^>^;W 7-5/) *^M-4-* h^y7x-;W-2-<y7n^ 

77n/vi-^#fc, #e»nfex^;i/3-[-3-([4-^D^^>vW;w 

757)^5 1 JW-4-^h^y7x^W-2-rv7n^y7a;Vx-h 1. lg, t? 
7 (tf^-n^— h) v^n>0. 64g, I, (y7x^M77^y) T/^n-fe 

p DA'7y9A 56mg *3ct^@tm^ U 0. 68g £ v^T^l/TUI^^ >- K 
20ml fc»#U &*»H&T 80*C-C 1 SJSMSig^t^Ufe 
I£Bfcx^#«fctf7fc£in*., -fe^hifjiU ©fi££Mx3^7rttffiL7c 0 

fc. »y | J*y;^7A^n7h^77^-H#L, A^f>-Kix?jl/ 
(l:l)^m^liiJ:OX^JU 2-< vyo7iK^v-3-E4-7 h^v-3- ( [4- (4, 4, 5, 5-7- 
h^73MWl. 3, 2->^^+h*;n^>-2— f JW^>VVJW75/77;W y^x 
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M 7"n/Vx- h l. 23g £f#7c 0 

'H-NMR (CDCI3) 6: 0.96 (t, J=6. 4Hz, 3H) 1.14 (d, J=6. 4Hz, 3H) 1.21-1.27 (m, 3H) 
1.35 (s, 12H) 2.88 (dd, J=8. 4, 14.0Hz, 1H) 2.94 (dd, J=4. 8, 14. OHz, 1H) 3.50 
(sept, J=6. 4Hz, 1H) 3.86 (s, 3H) 4.02 (dd, 1=4. 8, 8. 4Hz, 1H) 4.14-4.19 (m, 
2H) 4.62 (d, J=5. 6Hz, 2H) 6.65-6.70 (m, 1H) 6.81 (d, J=8. 4Hz, 1H) 7.16 (dd, 
J=2. 4, 8. 4Hz, 1H) 7. 22 (d, J=2. 4Hz, 1H) 7. 73 (d, J=8. OHz, 2H) 7. 85 (d, J=8. OHz, 
2H) 

mmm 285W 



x.^)V 2--f yyn^i/-3-[4-^ h^>-3-([4-(4, 4, 5, 5-5" b 7 ^)V- 
1, 3, l—J^^-fcu^y-l— f;u)^>vW;W 75;/^H 7x-JH^n/vx 
— h 53mg> A-y^u=ty)l^ru^y^y 21mg, 1, (v7xxMX7^;) 



> 1. 5ml ^«»HMT80°CT2PtW^#bfcc 

±7^ hifiiiU ■S«*«jBEe^lyfc. BMSSx^y— ;V 2ml fc»#U IN 

7«^hu^A lmi ^snA, sfi-c emmmwvrco Kfcmz mmwt^mv. 

— 7iz h - h U h U 7 )V3r nmWtmzm ^Tz. HPLC HT«1 b 2-^ V 7° 
->-3-4-[p< h^->-3-([4- (4'-7Mn7xxjW^> , ;'f;H 7^7) / Wix 
;H 7"o^>t I9mg 
MS ra/e (ESI) 466 (MH + ) 
286 





5. Irngte^ZtmrnXVyA 55mg£>>;* h^x* 
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0 



0 



CI 




OH 



X^Jl/ KV7°n#^>3-[4-^ h^>-3-([4-(4, 4. 5, S-rb^t^JV- 
1, 3, 2-2?tt-9-tfu? >-2--f M ^>VV M 7x"Jl/] 7°DA7l 

-h*3J:^4-yn^:^np^>-ff>^MV^ «f>l 285) 2-f V 

7°D#^y-3-4-[^ hdr->-3-([4-(4'-^pn^rc-;W ^>^M M 7$ 7) 

MS m/e (ESI) 482 (MH + ) 



JL^)V 2-^V7°D*+y-3-[4-^ h=^>-3- ( [4- (4, 4, 5, 5-^b^^)V- 
I, 3, 2-> ? ^-^-y-^n^>-2-f;W ^>VW;H 75;/^) 7x-JH7'n/Vx 
— h*5«fctf 2-:/n^nn^>-tf>£/jit^ HMM 285) £.fflW.CD~3j&T:, 2— f V 
:7 0 p^>--3-4-[7 ( [4- (2'-^ o a 7 x ~)W ^>^/-f JH 75 7) 

7x"JH 7n/oS§IIL 
MS m/e (ESI) 482 (MH*) 
M 288 



X^;i/ 2-^77'D^y-3-[4-^ b 4^>-3- ( [4- (4, 4. 5, 5-rb7^^- 
l, 3, 2-5^-^13-^ p -7 >-2— ()V)^>'MM 75y/?iH 7x-)H 7"n/vx 



287 
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^v-3-4-[^ h^>--3-([4-(4'-^ h*z/7 ^>^M M 75./)^)Vy 
MS m/e (ESI) 478 (MH + ) 

mmm 289 



2-^y7 ? n^>'-3-[4-^ K^>-3-([4-(4, 4, 5, S-^b^^^Jl- 

2— T V7°n^^->-3-4- W b^->-3-[(4-[4'-(h U 7^0^^) 7xUW^> 
W;W 75/] ^^7x-;W 7/D/\°>m£t#fe 0 
MS m/e (ESI) 5 1 6 (MH + ) 



JL^)V HV7P^^y-3-[4-^ h^>--3- ([4- (4, 4, 5, 5-^h5M3MW- 
1, 3, 2-S>^^+f-^n^>-2-f ;W^>\Af JW 7S//^JW 7xZjl/]7o;\7i 
-h*iI/2-7'atf7/-)V$fflV\ ^WJ 285) £N#<Z)75?£T\ 2-<V7°D 
*^r~>-3- [4-* h^v-3-[([4-(l, 3-5^TV-JW2— f;V)^>y^;V] 75 7) 

MS m/e (ESI) 455 (MH + ) 
SMI 291 




MM 290 




2 9 9 



WO 02/080899 



PCT/JP02/03006 



0 



0 




Xrf-JV 2-^V7°n^^-3-[4-^ h +2^-3- ([4- (4, 4, 5, 5-^rh^5P;i/- 

^ ~>-3- [4-* h ^ ~>-3- [ ( [4- (2- fcf U ^ > W iW75/)^ 7 x 

MS ra/e (ESI) 449 (MH + ) 
HffiM 292 
WkM 292a) 



4-yn^E-2-^ □ a^Ifl 1. Og &mi<\ mtM 277a) KHffi#, 285) £ 

!TOcD^feT\ ^ 2-^7 □ n-4- (4, 4, 5, 5-^ h 5 ^ 5PJW, 3, n ^ 

>-2— r;w ^>v*x- h o. 9ig ^ftfec 

'H-NMR(CDC1 3 ) <5 : 1. 25 (s, 6H) 1.36 (s, 6H) 1.14 (d, J=6. 4Hz, 3H) 3.94 (s, 3H) 
7. 70 (d, J=8. 0Hz, 1H) 7. 79 (d, J=8. 0Hz, 1H) 7. 84 (s, 1H) 

mmm 2m) 



* ^Jl 2-Z p p-4- (4, 4, 5, 5-x H ^ ^ 5^-1, 3, □ ^ >-2— T ;W ^ 

>7x- h 0. 30g, ^D^^>if>0. 19g, 1, 1-fcf* (i^y /) y 




CI 0 



CI 0 




3 0 0 
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int>^ DD/^^A 57mg#<k£fiRK;tJ U 0. 55g h^£/X^> 
15ml tifU, gi«Tl»DiSIbfcc SJ6***M*T?&^bfca, 

smx^&«fctfzk£;&n;L, -fe5< hates u t*s»«x^TSfittiifc, 

3£t£ * U * 5A^n7h^7^f-fc#U >-ifl&x^;i/ (5:1)* 

-^-^jtXJl/ftJ&W^^I/^^^y— ;U4ml fci£$?U lNTKIWfc^-hU^A 2ml 
££Q^U S^T6E^»bfc, ^JMl§r«M?U lN^mT-^lPbfe^ M 

*j«*«JE«*bT 2-^PO-4-7x-mfi 0. 12g 

1 H-NMR(CDC1 3 ) 5 : 7. 44-7. 52 (m, 3H) 7. 56-7. 63 (m, 3H) 7. 73 (d, J=l. 6Hz, 3H) 8. 05 
(d, J=8. 0Hz, 1H) 

mmm 292c) 

CI 0 0 



2-£ □ D-4-7x=;i*ASS*±^x5 1 ;i/ 3- [3- ( [ (tert-7* h^->#;i^- 
;W 7$y] ^^;W -4-* ^i/7i^H ^V^n^y^n/Vi-h^ 
V\ mffiffltt) tfflUttfe!?, 3- (3- [ (2-7 o D-4-7x-M>^ JW 75 7] 

MS m/e (ESI) 482 (MH + ) 
»M 293 
SBt^l 293a) 




CI 0 




3 01 
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^ 1-9 p p-4- (4, 4, 5, 5-7=- h 5 * 3, 2-i^^lttf; □ 5 >-2— f ;W ^ 

>\/x— h33£tM-:/n^Dn^>1£>£JBV^ fiiS^if 292b) £H«©;6f$£T?, 
2-z a p-4- (4*-£ p P7i^H SJftSB6*#^:. 

'H-NMR (DMSO-d B ) <5 : 7.54 (d, J=8. 8Hz, 2H) 7.72 (dd, J=l. 6, 8.0Hz, 2H) 7.78 (d, 
J=8. 8Hz, 2H) 7. 84 (d, J=l. 6Hz, 2H) 7. 87 (d, J=8. OHz, 1H) 
mum 293b) 




2_/7 n D _4_ ( 4 '_^7 D D ? x -;W J:tXx^;i/ 3- [3- ( [ (tert-:/ 

X-h^fflK H«J 38) i;lW)#©7afe-r> 3- (3- [2-^nD-4-(4'-^DD7x-;W 
^ > \7-f ;H 7 5 J p< -4-^h^y7i xj W -2— r vyn^yyo/ois 

MS m/e (ESI) 5 1 6 (MH + ) 

294 
MB^iJ 294a) 



CI 0 




OH 



^ 2-^7 p p-4- (4, 4, 5, 5-5" h 5 * 9-JV-l, 3, 2->^^+h^ □ => >-2~f JW ^ 
>'/x- h*5ct^4-yn^E h^x>£ffl^ »3fiW 292b) tra«©^ifel?, 2-^ p 
p-4- (4'-^;i/7n:-;W glfi^tffco 

'H-NMR (CDC 1 3 ) 5: 2.42 (s, 3H) 7.29 (d. J=8. OHz, 2H) 7.52 (d. J=8. OHz, 2H) 7.56 
(dd, J=l. 6, 8.4Hz, 1H) 7.71 (d, J=l. 6Hz. 1H) 8.09 (d, J=8. 4Hz, 1H) 

mmm 294b) 
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2 _/7 p n _ 4 _ (4'-^fji,7 X -jH SJftSK^«fctKX3F;i/ 3- [3- ( [ itett-7 h^F 

x-h^^v^ $mmm tmm^m^s 3- (3- [2-^na-4- w-*j-)V7^—)\a 

^ > ;W 757^ -4- j* h ^ 1/ y rc x;i/] -2— r 77°P^y7°n /\° >@? & 

flf /to 

MS m/e (ESI) 496 (MH + ) 

mmm 2% 

M&W 295a) 
-^0 0 

OH 

4-^7 o o-M h+yglffix^l/ 0. 50g, y^-)l^u>m 0. 31g, 1, l-lf* 

a i. 4g £>>^-y-> 8mi izmmv, ^.mmmm.T 95°ct i siwifc= 

*g*«£$cJBEM*L fee ii^y | J*^M7Ayn^h7 ? 77^-(:#L, ^-tf- 
>-SKl5 1 ;V (9:1) ^tii^pcJ: 0 2-x h * y-4-7 izj^Itiif fc. 

^Tr#sn£: 2-x h^v^-yoi-^^msmx^jp^x^y— ;i/4mi t^^b, 

m?miti- h U 2ml £in7t, MT* 6 P#ffl}«#b/t 0 IN 
m7" h U 7A«b^I^SJEgSlT 2-xh^y-4-7x^M 0. 22g 
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'H-NMR (CDC 1 3 ) <5: 1.61 (t, J=7. 2Hz, 3H) 4.42 (q, J=7. 2Hz, 2H) 7.21 (d, J=l. 6Hz, 

1H) 7.36 (dd, J=l. 6, 8. 4Hz, 1H) 7.43-7.51 fa, 3H) 7.59-7.61 (m, 1H) 8.25 (d; 
J=8. 4Hz, 1H) 

mmm 295b) 



2-x h^->-4-7 x^J^lfi^ J:tJ?x^;i/ 3- [3- ( [ (tert-:/ h4^>#;i/^ 

mmm m tmmo^m^ 3- (3- [ (2-x h^y-4-7x-;K>vv jw 75 

MS m/e (ESI) 492 (MH*) 

mmm 2% 

296a) 



4-^7 o o-2-x b^->^ES^x^;i/^J:tK4-^;i/^-n^>if>#D >M*m^, 
$m.M 295) ^[WI«(Z)7j?*T\ 2-x h^v-4- W-7)V^U 7i~JH glft^flfc. 
'H-NMR (CDC1 3 ) 5: 1.61 (t, J=7. 2Hz, 3H) 4.42 (q, J=7. 2Hz, 2H) 7. 15-7.20 (m, 3H) 
7. 30 (dd, J=l. 6, 8. 0Hz, 1H) 7. 55-7. 59 (m, 2H) 8. 24 (d, J=8. 0Hz, 1H) 




^0 0 




OH 



MM 296b) 
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2-X h^r->-4- (4'-7Mo7x-JW £Jft«U3«ktf X3=-;P 3- [3- ( [ (tert-^ 
b^>#;i^x;W 757] -4-* b+y7x-JH-2-^y7°n^y7°n 

/Vl-h^K 38) £^tl©77£rc\ 3-(3-[2-xh^y-f(4'-7MD 

MS ra/e (ESI) 510 (MH + ) 
Hifi 297 
297a) 



SjS^I 295 i[WI«cD77^7r, 2-ih^y-4- (4'-* h*->7x-;H &Jft#lfc£#Jfc:. 
'H-NMR(CDC1 3 ) 5: 1.61 (t, J=7. 2Hz. 3H) 3.87 (s, 3H) 4.41 fa, J=7. 2Hz, 2H) 7.01 
(d, J=8. 0Hz, 2H) 7.17 (d, J=l. 6Hz, 1H) 7. 31 (dd, J=l. 6, 8. 4Hz, 1H) 7.55 (d, 
J=8. OHz, 2H) 8.22 (d, J=8. 4Hz, 1H) 



2-xhdrv-4-(4'-^ l>^y7i-MgIIS*itfl^ 3- [3- ( [ (tert-:/ 
h^>#Jl^xjU) 75 7] y^-;W-4-y h^r77iXjM-2-<y7o^y7°n 
/Vl-h^K fH»iI38 tH*©*iS"e, 3-(3-[2-xb + y-4-(4'-7b^y 
7i^H^>^JH 75 7/fJH -4-y h^i/7xx;W -2-^77 , D^4 1 y7 

MS m/e (ESI) 522 (MH + ) 




Wil 297b) 




3 0 5 
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MM 298 




'H-NMR (CDC 1 3 ) <5 : 0. 86 (t, J=7. 2Hz, 3H) 1. 51-1. 61 (m, 2H) 2. 97 (dd, J=8. 0, 14. 0Hz, 
1H) 3.07 (dd, J=4. 4, 14. OHz, 1H) 3.35 (dt, J=6. 4, 8. 8Hz, 1H) 3.50 (dt, J=6. 4, 
8. 8Hz, 1H) 3. 89 (s, 3H) 4. 04 (dd, J=4. 4, 8. OHz, 1H) 4. 64 (d, J=6. OHz, 2H) 6. 82 
(d, J=8. OHz, 1H) 7. 17 (dd, J=2. 0, 8. OHz, 1H) 7. 22 (d, 1=2. OHz, 1H) 7. 38 (d, 
J=12. OHz, 1H) 7.37-7.45 (in, 1H) 7.52 (d, J=8. OHz, 1H) 8.23 it, J=8. OHz, 1H) 
^MM 299 

F 0 0 



MS m/e (ESI) 424 (Mff) 

mmm 300 



MS m/e (ESI) 469 (MH*) 

mum 301 
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WO 02/080899 



PCT/JP02/03006 



CI 0 



^0 




218 tmm<D^mx\ 3-(3-[(2-^no-4-7°n^^v-)T$y] *^)l-A- 
* h 3p v 7 x ~)V) -2-7° a is 7 p /X >M£f#fc„ 
MS m/e (ESI) 464 (MH f ) 



b»J 302 



CI 0 



0 




OH 



0> 



"0 ^ -0' 

§£»J218 t|WI#©^T, 3-[3-([2-^nn-4-(->^n^>^;^^-»^>y 
MS m/e (ESI) 490 (MH + ) 

Q 




;p_ 4 _^ h^i/^o:-;W-2-7 0 n^^^^P/\ o >m^#fec 
MS m/e (ESI) 454 (MH 4 ) 

mmrn 304 



C0 2 H 




mmm 21 8) 3-3-[([2-(2-^nn:7 3i-;M-4-^?\>l.-l, 3-5F-T 

y-;w5— r;M *M^7 5 /) p<^;W-4-^ h^>-^ji-;w2-7 0 n^^i/y 
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PCT/JP02/03006 



MS m/e (ESI) 503 (MH + ) 



MM 305 




mnm 2is) trnm^m-v, 3-4-* h ^>-3-[( [4-^^-2- (4-^^731 - 

MS m/e (ESI) 483 (MH + ) 

CI 0 0 



218 tmm<D^'m-^\ 3- (3- [(2, 4->^nD^>yW;M 757] ^WP-4- 
^ h 3p 7 x. -)V) -2-ib + ~> 7° d >M Sr#fco 
MS m/e (ESI) 426 (MH + ) 
jjj 307 



*WJ218).t|WI«<Z)^-e i , 2-xh^>-3-[4-^ h^->-3-([ (4-^^l-2-7x 

MS m/e (ESI) 455 (MH + ) 
»M 308 
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MM 218 tn«©*St, 3-(3-[(2,4-v^nn^>\Af ;v) y^y] ^jv-a- 

MS m/e (ESI) 454 (MH + ) 

mmm 309 




H«J218) fcH«ftO^*C, 2-^fV7>^y-3-[4^ h^>-3- ( [ (4-^3^-2- 
MS m/e (ESI) 483 (MH + ) 

aM^i 310 




«#IJldK le) tmUO^Wi^mm^, 2-[4-^h^y-3-([4-(hU7Mn^ 

h ^ ^ > ;H75/y fp;w ^ > >>;H ^ ; <i y z t > y F 

5: 0.94 (t, 1=7. 2Hz, 3H) 1.51-1.71 (m, 2H) 2.51-2.58 (m, 1H) 2.70 (dd, 1=5.8, 
14. 0Hz, 1H) 2. 88 (dd, J=8. 4, 14. 0Hz, 1H) 3. 84 (s, 3H) 4. 57 (d, J=5. 6Hz, 2H) 
6.75 (t, J=5. 6Hz, 1H) 6.80 (d, J=8. 4Hz, 1H) 7.09 (dd, J=2. 0, 8. 4Hz, 1H) 7.15 
(d, J=2. 0Hz, 1H) 7.23 (d, 8. 4Hz, 2H) 7.79 (dt, J="2. 0, 8. 4Hz, 2H) 
mm®! 311 



3 0 9 
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0 



'H-NMR(CDC1 3 ) 6 : 0. 96 (t, J=7. 2Hz, 3H) 2. 53-2. 62 (m, 1H) 2. 73 (dd, J=5. 8, 14. 0Hz, 
1H) 2. 89 (dd, J=8. 6, 14. OHz, 1H) 2. 89 (dd, J=8. 6, 14. OHz, 1H) 3. 87 (s, 3H) 
4. 64 (d, J=6. OHz, 2H) 6. 82 (d, J=8. 4Hz, 1H) 6. 85 (t, J=6. OHz, 1H) 7. 10 (dd, 
2.2, 8.4Hz, 1H) 7.22 (d, J=2. 2Hz, 1H), 7.4-7.58 (m, 2H) 7.78-7.94 (m, 4H) 8.27 
(s, 1H) 



mffimid), le) tmm^mxmmv, 2-[4-* h^s>-3-([(i-^^-iH-2— r 

'H-NMR(CDC1 3 ) 5 : 0. 95 (t, J=7. 2Hz, 3H) 1. 51-1. 62 On, 2H) 2. 53-2. 62 (m, 1H) 2. 72 
(dd, J=6. 4, 14. 0 Hz, 1H) 2. 89 (dd, J=4. 4, 14. OHz, 1H) 3. 86 (s, 3H) 4. 04 (s, 
3H) 4. 57 (d, J=5. 6Hz, 2H) 6. 77 (t, J=5. 6Hz, 1H) 6. 79-6. 83 (m, 2H) 7. 06-7. 18 
(m, 3H) 7.27-7.33 On, 1H) 7.37 (d, J=8. 4Hz, 1H) 7.61 (d, J=8. OHz, 1H) 



m-mm\d), ie) tmmv^m-cmmv, 2-(3-[(2,4-y/h+^> i /i'jH7$ 

'H-NMR(CDCl 3 ) 6: 0.94 (t, J=7. 2Hz, 3H) 1. 50-1. 71 (m, 2H) 2.49-2.58 (m, 1H) 2.70 
(dd, J=6. 0, 14. 0 Hz, 1H) 2. 86 (dd, 1=4. 4, 14. OHz, 1H) 3. 84 (s, 3H) 3. 86 (s, 
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3H) 3. 90 (s, 3H) 4. 59 (d, J=6. 0Hz, 1H) 4. 60 (d, J=6. 0Hz, 1H) 6. 46 (d, J=2. 4Hz, 
1H) 6.58 (dd, J=2.4. 8. 8Hz, 1H) 6. 78 (d, J=8. 4Hz, 1H) 7.05 (dd, J=2. 4, 8. 4Hz, 
1H) 7.17 (d, 1=2. 4Hz, 1H) 8.16 (d, J=8. 8Hz, 1H) 8.35 (t, J=6. OHz, 1H) 
^»J314 




mmm\6), ie) tmnv-zm-cmwu 2-[3-([(5-:/5^-2-ifu^;w#;i/fc 

•H-NMRtCDClj) <5 : 0.90-1.00 (m, 6H) 1.30-1.42 (m, 2H) 1.50-1.71 (m, 4H) 
2. 50-2. 59 (m, 1H) 2. 65 (t, J=8. OHz, 2H) 2. 70 (dd, J=6. 4, 14. OHz, 1H) 2. 86 (dd, 
J=8.4, 14.0Hz, 1H) 3.86 (s, 3H) 4.61 (d, J=6. 4Hz, 2H) 6.78 (d, J=8. 4Hz, 1H) 
7.06 (dd, J=2. 4, 8. 4Hz, 1H) 7.17 (d, J=2. 4Hz, 1H) 7.62 (dd, J=2. 0, 8.0Hz, 1H) 
8. 10 (d, J=8. OHz, 1H) 8. 35 (d, J=2. OHz, 1H) 8. 42 (t, J=6. 4Hz, 1H) 




§£«J ldK le) tmUcDjj&Tmmis, 2-(4-* b^>-3-[(2,4. 5-HJ^b^> 

l H-NMR (CDCI3) 6 : 0. 93 (t, J=7. 6Hz, 3H) 1. 50-1. 70 (m, 2H) 2. 50-2. 58 (m, 1H) 2. 69 
(dd, J=6. 0, 13.6Hz. 1H) 2.88 (dd, J=8. 4, 13. 6Hz, 1H) 3.86 (s, 3H) 3.88 (s, 
3H) 3.91 (s, 3H) 3.92 (s, 3H) 4.60 (d, J=6. OHz, 2H) 6.49 (s, 1H) 6.78 (d, J=8. OHz, 
1H) 7.06 (dd, J=2. 0, 8.0Hz, 1H) 7.17 (d, J=2. OHz, 1H) 7.75 (s, 1H) 8.45 (t, 
J=6. OHz, 1H) 
HftsffiJ 316 
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* ^;i/-4-^ h 4- 5/^ y-JM 7? J -f v 2 7 zs y H £#7c 0 
'H-NMR(CDC1 3 ) 5: 0.94 (t, J=7. 2Hz, 3H) 1.50-1.71 (m, 2H) 2.31 (s, 3H) 2.36 (s, 
3H) 2. 50-2. 59 (m, 1H) 2. 70 (dd, J=6. 6, 14. 0Hz, 1H) 2. 88 (dd, J=8. 4, 14. 0Hz, 
1H) 3. 81 (s, 3H) 4. 54 (d, J=6. 0Hz, 1H) 4. 55 (d, J=6. 0Hz, 1H) 6. 29 (t, J=6. OHz, 
1H) 6. 78 (d, J=8. 6Hz, 1H) 6. 98 (d, J=7. 6Hz, 1H) 7. 00 (s, 1H) 7. 08 (dd, J=2. 0, 
8. 6Hz, 1H) 7. 18 (d, J=2. OHz, 1H) 7. 24 (d, J=7. 6Hz, 1H) 




mmm id), ie) tmrn^mx-mmi^ 2-14-* h^>-3-([(5-^;i/-2-fcf^ 

'H-NMR(CDC1 3 ) 5 : 0. 94 (t, J=7. 2Hz, 3H) 1. 50-1. 70 (m, 2H) 2. 50-2. 58 (m, 1H) 2. 69 
(dd, J=6. 8, 14.0Hz, 1H) 2.88 (dd, J=8. 4, 14. OHz, 1H) 3.85 (s, 3H) 4.61 (d, 
J=6. OHz, 2H) 6.79 (d, J=8. 4Hz, 1H) 7.08 (dd, J=2. 0, . 8. 4Hz, 1H) 7.15 (d, J=2. OHz, 
1H) 8.21 (t, J=6. OHz, 1H) 8.36 (s, 1H) 9.26 (s, 1H) 

mmmm 




mmm Id), le) 2- (4-/ h^->-3-[(2-^7U^^j;i/^- 

M 75;] *^)v^y-j)V) y*;^ vzryv K£#fc 0 

'H-NMR (CDC 1 3 ) 6: 0.93 (t. J=7. 2Hz, 3H) 1.50-1.70 (m, 2H) 2.51-2.60 (m, 1H) 2.70 
(dd, J=6.4, 13.4Hz, 1H) 2.89 (dd, J=8. 6, 13. 4Hz, 1H) 3.87 (s, 3H) 4.68 (d, 

3 12 
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J=6. 4Hz, 2H) 6.80 (d, J=8. 2Hz, 1H) 7.07 (dd, 1=2.2, 8. 2Hz, 1H) 7.21 (d, J=2. 2Hz, 

1H) 7.69 (t, J=8. 0Hz, 1H) 7. 76 (t, J=8. OHz, IB) 7.97 (d, J=8. OHz, 1H) 8.01 

(d, J=8. OHz, 1H) 8.62 (s. 1H) 8.67 (t, J=6. 4Hz, 1H) 9.15 (s, 1H) 
gjj 319 




mmm id) , ie) iimmo^m-cmmi^ 2- w-* h4^>-3-[(6-3v u;i^;i^- 

■H-NMR(CDC1 3 ) <5: 0.91 (t, J=7. 6Hz, 3H) 1.47-1.70 (m, 2H) 2.47-2. 56 (m, 1H) 2.69 
(dd, J=6. 0, 14. OHz, 1H) 2. 84 (dd, J=8. 8, 14. OHz, 1H) 3. 79 (s, 3H) 4. 57 (d, 
J=6. OHz, 2H) 6. 75 (d, J=8. OHz, 1H) 6. 84 (t, J=6. OHz, 1H) 7. 05 (dd, J=2. 0, 8. OHz, 
1H) 7. 17 (d, J=2. OHz, 1H) 7. 34 (dd, J=4. 4, 8. 4Hz, 1H) 7. 88 (dd, J=2. 0, 8. 8Hz, 
1H) 7. 96 (t, J=8. 8Hz, 1H) 8. 06 (d, J=8. 4Hz, 1H) 8. 10 (s, 1H) 8. 86 (d, J=2. 8Hz, 1H) 

mmm 320 




2- (3- [(2, %-5?7)V*u-4-* h*i"*>'M Jl) 7 S. y] *^JV-4-X b*~>^> 
z?M -ft? J <i v 9 7 is v H £f#fc= 

■H-NMR(CDC1 3 ) <5 : 0.95 (t, J=7. 6Hz, 3H) 1.53-1.71 On, 2H) 2.52-2.59 (m, 1H) 2.70 
(dd, J=6. 6, 14. OHz, 1H) 2. 88 (dd, J=8. 4, 14. OHz, 1H) 3. 79 (s, 3H) 3. 83 (s, 
3H) 4. 57 (d, J=5. 6Hz, 1H) 4. 57 (d, J=5. 6Hz, 1H) 6. 44 (s, 1H) 6. 46 (s, 1H) 6. 78 
(d, J=8. OHz, IB) 7. 07 (dd, J=2. 0, 8. OHz, 1H) 7. 17 (d, J=2. OHz, 1H) 



MM 321 
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mmm id) , ie) tmmo^m-cmm^ 2- [4-* h^>--3-([(5-^ N^v-tfu^ 

'H-NMR(CDC1 3 ) 5: 0.93 (t, J=7. 2Hz, 3H) 1.48-1.70 (m, 2H) 2.48-2.57 (m, 1H) 2.69 
(dd, J=6. 6, 13.6Hz, 1H) 2.87 (dd, J=8. 4, 13. 6Hz, 1H) 3.85 (s, 3H) 3.89 (s, 
3H) 4.59 (d, J=6. 0Hz, 2H) 6.78 (d, J=8. OHz, 1H) 7.06 (dd, J=2. 0, 8.0Hz, 1H) 
7.16 (d, J=2. OHz, 1H) 7.26 (dd, J=3. 2, 8. 4Hz, 1H) 8.14 (d, J=8. 4Hz, 1H) 8.19 
(d, J=3. 2Hz, 1H) 8. 30 (t, J=6. OHz, 1H) 

mmm 322 



CI 0 




mmmid), ie) ^mm^m^mmv, 2- [3- ( c 0, 5-^ nn-2-tfu ;i/ 

'H-NMR(CDC1 3 ) d : 0. 94 (t, 1=7. 2Hz, 3H) i. 51-1. 70 tin, 2H) 2. 50-2. 59 tin, 1H) 2. 69 
(dd, J=6.4, 13.6Hz, 1H) 2.87 (dd, J=8. 4, 13. 6Hz, 1H) 3.85 (s, 3H) 4.57 (d, 
J=6. 4Hz, 2H) 6.78 (d, J=8. 4Hz, 1H) 7.07 (dd, J=2. 2, 8. 4Hz, 1H) 7.16 (s, 1H) 
7. 82 (d, 1=2. OHz, 1H) 8. 09 (t, J=6. 4Hz, 1H) 8. 40 (d, 1=2. OHz, 1H) 



MM 323 




mmm id), ie) izmm^m-emmv, i-{z-{[{A-^un^yv{b]y^>-i- 

'H-NMR(CDC1 3 ) 5 : 0. 94 (t, J=7. 2Hz, 3H) 1. 50-1. 71 tin, 2H) 2. 50-2. 60 tin, 1H) 2. 71 
(dd, J=6. 0, 13.8Hz, 1H) 2.87 (dd, J=8. 8, 13.8Hz, 1H) 3.89 (s, 3H) 4.69 (d, 
J=6. OHz, 1H) 4.70 (d, J=6. OHz, 1H) 6.81 (d, J=8. 4Hz, 1H) 6.96 (d, J=2. OHz, 
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1H) 7. 08 (dd, J=2. 0, 8. 4Hz, IB) 7. 20 (d, J=2. 0Hz, 1H) 7. 33 (d, 1=8. OHz, 1H) 
7.71 (d, J=2. OHz, 1H) 8.01 (t, J=6. OHz, 1H) 8.04 (d, J=8. OHz, 1H) 

mmm 324 



Q 




mrnmid)> ie) tmmo^m-emmv, 3-(3-((4->7;^>^;w75y]^ 

'H-NMR(CDC1 3 ) <5: 1.04 (d, J =6. OHz, 3H) 1.16 (d, J=6. OHz, 3H) 2.92 (dd, J=7. 2. 
14.0Hz, 1H) 3.03 (dd, J=4. 4, 14. OHz, 1H) 3.59 (sept, J=6. OHz, 1H) 3.86 (s, 
3H) 4. 1 1 (dd, J=4. 4, 7. 2Hz, 1H) 4. 60 (d, J=6. OHz, 2H) 6. 77 (br, 1H) 6. 82 (d, 
J=8. 4Hz, 1H) 7. 16 (dd, J=2. 0, 8. 4Hz, 1H) 7. 21 (d, J=2. OHz, 1H) 7. 70 (d, J=8. OHz, 
2H) 7. 84 (d, J=8. OHz, 2H) 



0 




'H-NMR(CDC1 3 ) 5: 1.03 (d, J=6. OHz, 3H) 1.16 (d, J=6. OHz, 3H) 2.92 (dd, 1=7.4, 
14. OHz, 1H) 3. 03 (dd, J=4. 6, 14. OHz, 1H) 3. 58 (sept, J=6. OHz, 1H) 3. 87 (s, 
3H) 4.11 (dd, J=4. 6, 7. 4Hz. 1H) 4.60 (d, J=6. OHz, 2H) 6.75 (br, 1H) 6.83 (d, 
J=8. 4Hz, 1H) 7. 17 (dd, J=2. 0, 8. 4Hz, 1H) 7.21 (d, J=2. OHz, 1H) 7.56-7.70 On, 3H) 
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mmm id) , ie) tm&tt&vsoMv, z-(z-[(2-7)i3ru-4-* f3p>^>vw 

>H-NMR(CDC1 3 ) <5 : 1.00 (d, J=6. 0Hz, 3H) 1.14 (d, J=6. 0Hz, 3H) 2.89 (dd, J=8. 0, 
14.0Hz, 1H) 3.04 (dd, J=4. 0, 14. 0Hz, 1H) 3.54 (sept, J=6. 0Hz, 1H) 3.83 (s, 
3H) 3. 86 (s, 3H) 4. 09 (dd, J=4. 0, 8. 0Hz, 1H) 4. 62 (d, J=6. 0Hz, 2H) 6. 59 (dd, 
J=2.4, 14.0Hz, 1H) 6.77 (dd, J=2. 4, 8. 8Hz, 1H) 6.81 (d, J=8. 0Hz, 1H) 7.13 (dd, 
J=2. 0, 8. 4Hz, 1H) 7. 21 (d, J=2. 0Hz, 1H) 7. 27-7. 36 (m, 1H) 8. 05 (t, J=8. 8Hz, 1H) 

mmm 327 




mmm Id), le) ch^«©75?rmSU3-(3-[(2-^nn-4-^ h + >-^>W;W 
75 /] ^5^;i/-4-^ h + y7xZJl/)-2--fy7Wy7°0/Vl''^7>'5' F 

■H-NMR(CDCl 3 ) 6 : l. 02 (d, J=6. 0Hz, 3H) I. 15 (d, J-6. 0Hz, 3H) 2.90 (dd, J=7. 6, 
14.0Hz, 1H) 3.05 (dd, J=4. 4, 14. 0Hz, 1H) 3.56 (sept, J=6. 0Hz, 1H) 3.81 (s, 
3H) 3.84 (s, 3H) 4.09 (dd, J=4. 4, 7. 6Hz, 1H) 4.61 (d, J=5. 6Hz, 2H) 6.59 (dd, 
J=2. 4, 14. 0Hz, 1H) 6. 80 (d, J=8. 4Hz, 1H) 6. 84 (dd, J=2. 8, 8. 8Hz, 1H) 6. 88 (d, 
J=2. 8Hz, 1H) 6. 97 (t, J=5. 6Hz, 1H) 7. 14 (dd, J=2. 0, 8. 4Hz, 1H) 7. 24 (d, J=2. OHz, 
1H) 7. 74 (d, J=8. 8Hz, 1H) 



MM 328 




mmm Id) , le) 2-rV7°o^^y-3-(4-^ h^>-3- 

[(2,4, 6-hU7nD^>V'<JH7$y] *^Jl7 7°unj^ y ZT^y F 
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'H-NMR(CDC1 3 ) 5: 1.04 (d, J=6. OHz, 3H) 1.16 (d, J=6. 0Hz, 3H) 2.91 (dd, J=7. 6, 
14.0Hz, 1H) 3.05 (dd, J =4. 4, 14. OHz, 1H) 3.57 (sept, J=6. OHz, 1H) 3.82 (s, 
3H) 4.11 (dd, J=4.4, 7. 6Hz, 1H) 4.61 (d, J=6. OHz, 2H) 6.40 (br, 1H) 6.80 (d, 
J=8.4Hz, 1H) 7.16 (dd, J=2. 4, 8. 4Hz, 1H) 7.27 (d, J=2. 4Hz, 1H) 7.26 (s, 1H) 
7. 32 (s, 1H) 
Hi 329 




mnm id), ie) tiio^Mii, 2-^7^0^^-3-4-^ h^>-3- 

[([6-(hU7Mo^ ^)V) -3- fcf U S?;W # ;l/fc^75 J ) * 7 x ~ n 

'H-NMRtCDClj) 5: 1.05 (d, J=6. OHz, 3H) 1.16 (d, J=6. OHz, 3H) 2.93 (dd, J =7. 2, 
14. OHz, 1H) 3. 04 (dd, J=4. 4, 14. OHz, 1H) 3. 59 (sept, J=6. OHz, 1H) 3. 86 (s, 
3H) 4.10 (dd, J=4.4, 7. 2Hz, 1H) 4.63 (d, J=6. OHz, 2H) 6.83 (d, J=8. 4Hz, 1H) 
6. 93 (br, 1H) 7. 17 (dd, J=2. 0, 8. 4Hz, 1H) 7. 22 (d, J=2. OHz, 1H) 7. 75 (d, J=8.4Hz, 
1H) 8. 29 (dd, J=l. 2, 8. 4Hz, 1H) 9. 02 (s, 1H) 



mmm 330 




3-3- [([3-^no-5-(hU7Mn^ ^)V) -2- t: U z?M ft )Vtf—)V7 5 7)^5^ 

'H-NMR (CDCI3) d : 1.02 (d, J=6. OHz, 3H) 1.15 (d, J=6. OHz, 3H) 2.90 (dd, J=7. 6, 
14.0Hz, 1H) 3.04 (dd, J=4. 4, 14. OHz, 1H) 3.56 (sept, J=6. OHz, 1H) 3.86 (s, 
3H) 4.09 (dd, J =4. 4, 7. 6Hz, 1H) 4.61 (d, J=6. OHz, 2H) 6.82 (d, J=8. 2Hz, 1H) 
7.15 (dd, 1=2. 0, 8.2Hz, 1H) 7.23 (d, J=2. OHz, 1H) 8.05 (d, J=0. 8Hz, 1H) 8.14 
(t, J=6. OHz, 1H) 8.70 (d, J=0. 8Hz, 1H) 
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MM 331 




HWJld), le) iimmcD^m-cmmV, 3- [3- ( [ (2, 4-5?* h^-S-kiDS^r: 
M ^M-JH75;/ 5^;W -4- * h * v- 7 31 - M -2— f yyn^i/yn/v 

'H-NMR(CDCls) <5 : 1.04 (d, J=6. OHz, 3H) 1. 16 (d, J=6. 0Hz, 3H) 2.91 (dd, 1=1.4, 
14. OHz, 1H) 3. 04 (dd, J=4. 2, 14. OHz, 1H) 3. 58 (sept, J=6. OHz, 1H) 3. 89 (s, 
3H) 4.10 (dd, 1=4.2, 7. 4Hz, 1H) 4.60 (d, J=6. OHz, 2H) 6.82 (d, J=8. 4Hz, 1H) 
7. 14 (dd, J=2. 0, 8. 4Hz, 1H) 7. 19 (d, 1=2. OHz, 1H) 7. 96 (t, J=6. OHz, 1H) 9. 10 
(s, 1H) 
ill 332 

mmm 332a) 



3-7*P ; &-4-7MDA>X7;l/fk K 25g £*;$V-/> 300ml }Ci§£?U ^ 
h^bU *9^40g, A^h^;Hft3g<fettlA, 6 f^flfM&M^Lfco RfcUS® 

JEiSiSBU 2-yn^E-4-(> ? ^ h^->^^;W^>if> 30g^#7co £©«£J&#J£ 
^h^b Ko77> 300ml i:i«L, MSt3?EimT -78°C^7^b7t 0 ^Jl/U^ 

(2. 47M^\^>^) mi^m^rco immmwvrz^ n, n-^^i^i-a 

75 F 20ml SrtJP*., £ia£T#i&Lfco K^^t, 7k&m*-, Slx^JH: 
TtttBLfe. &*ffilfe^*5<'tfA£T$£4&U ^I^IEIIL, 2-yj^u- 
h^y^?JW^>X7;i/ft H 25g £#7c, ClOfe^^^x^ / -;V 
200ml fc*£»U tK^T, 7j<«{t^^*^- h ij ^ 3. 3 g ^jp^f Co ^fcx 2 NFP«5J 
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#7Co h;i/X> 400ml fc»JBU T> ? 'fb^7iX;i/^7KU;V32ml 

*«ktf5>71f tfS^n [5. 4. 0] r>>^-k> 22ml &Ua%.. 12 «PWSt»bfc 0 

2/pWW ^;U^-n^>-tf>30g^#fco H©a4«fh7tF077> 500ml 
fc*#U 7K50nl*J;CfhU7x— ;i/jfcX7^>45gSJPA, 50°CT 3 B#Mflt# 
bfc 0 »i«£«JBEg£U 2-^;^n-5-(^^ h^r^^M ^>i?JVT5i> 70g 

Mi^N,N-^^?M;l/A75 H 200ml IzmffiL, fg=:/^;i/>^J- 
7$*-h 55g, hUx^;i/X5>43ml £in^> f-fit:T4 B W9fc#L/fcc SfS*li§r 

fcftU A^t>-Six5 1 Jl' (10 : 1-2 : 1) ^fflrfriScfc t) m=7*^)\/ N- [5- 
(5** V^^)V)-2-y)V^ru^.y-JMt3 — h 30g 
•H-NMRtCDCU 5: 1.44 (s, 9H) 3.30 (s, 6H) 4.36 (d, J=5. 2Hz, 2H) 4.90 (br, 1H) 
5. 34 (s, 1H) 7. 02 (t, J=9. 2Hz, 1H) 7. 16-7. 46 (m, 2H) 
mm 332b) 

v 0 

HE7'fJi/ N-[5-(5?* h^5>^^;W-2-7;^n^>>?;i/]^-;^— h 30g£ 
^h^k Fn77> 300ml fc»#U lN-ifiK 80ml £j«A*J&T 20 #Jfc#L;fc. 

(2-^;i/^-D-5-*;i/5;W *-a'?- h 25g £#*io 

'H-NMR(CDC1 3 ) (5 : 1.45 (s, 9H) 4.43 (d, J=5. 6Hz. 2H) 4.98 (br, 1H) 7.19 (t, 
J=8. 8Hz, 1H) 7. 79-7. 85 (m, 1H) 7. 90 (dd, J=2. 0, 7. 2Hz, 1H) 
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IH7'fjm-(2-7J^n-5-*Jl/5JW A*V— h£JEV>T, 261 £ 

mmomfe-vrnwis. m^y^ji n-5- [ (2, 3-^7V7>5-i-jw p< 

'H-NMR (DMS0-d 6 ) 5: l. 38 (s, 9H) 3.06 (dd, J=9. 2, 14. 0Hz, 1H) 3.34 (dd, J=4. 0, 
14. 0Hz, 1H) 4. 12 (d, J=5. 6Hz, 2H) 4. 81 (dd, J =4. 0, 9. 2Hz) 7. 05-7. 20 (m, 2H) 
7. 35 (t, J=5. 6Hz, 1H) 7. 93 (s, 1H) 




mrnmzsi tmrn^mx-mmi,, N1-5-K2, 4-^^v-i, 3-3^7 v^>-5— r 

'H-NMR (CDCI3) 5 : 3. 17 (dd, J=8. 4, 14. 4Hz, 1H) 3.26 (dd, J =4. 4, 14.4Hz, 1H) 4.45 
(dd, J=4.4, 8. 4Hz) 4.59 (d, J-6. 0Hz, 2H) 6.61 (br, 1H) 6.96 (t, J=9. 2Hz, 1H) 
7.04-7.11 (m, 1H) 7.20-7.29 (m, 2H) 7.36 (d, 1=2. 0Hz, 1H) 7.80 (d, J=8. 4Hz, 1H) 

mmm 333 




n»j26i tmmftjj-m-cmmis, N1-5-K2, a—j^-^j-i 3-?7v*7>-h r 

'H-NMR (CDCI3) 5: 3. 15 (dd, J=8. 6, 14. 0Hz, 1H) 3.32 (dd, J=4. 2, 14. 0Hz, 1H) 3.76 
(s, 3H) 4. 44 (dd, J=4. 2, 8. 6Hz, 1H) 4. 59 (d, J=6. 4Hz, 2H) 6. 76-6. 86 (m, 3H) 
6. 95 (t, J=8. 4Hz, 1H) 7. 03-7. 08 (m, 1H) 7. 27 (dd, J=2. 0, 7. 2Hz, 1H) 7. 69 (d, 
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J=8.4Hz, 1H) 8.46 (br, 1H) 



MM 334 



0 0 



0 



CI 




NH 



HWJ261 t^i©^WIU, Nl-5- C (2. 4-^^V-l, 3-^7 V*^ >-5— f 

•H-NMR (DMSO-d 6 ) 5 : 3. 07 (dd, J=8. 8, 14. OHz, 1H) 3. 34 (dd, J=4. 4, 14. OHz, 1H) 
3. 90 (s, 3H) 4. 47 (d, J=6. OHz, 2H) 4. 82 (dd, J=4. 4, 8. 8Hz, 1H) 7. 00-7. 30 (m, 
5H) 7. 70 (d, J=8. OHz, 1H) 8. 63 (t, J=5. 6Hz, 1H) 12. 03 (s, 1H) 



mmm 26i tHt©^Mib, N3-5- [(2, 4-i^^v-i, 3-?7^7>5-r 

'H-NMR(CDC1 3 ) 5: 3. 07 (dd, J=9. 6, 14. OHz, 1H) 3.34 (dd, J=4. 4, 14. OHz, 1H) 3.97 
(s, 3H) 4. 50 (d, J=6. OHz, 2H) 4. 83 (dd, J=4. 4, 9. 2Hz, 1H) 7. 08-7. 20 On, 3H) 
8.07-8.14 (ra, 1H) 8.26-8.33 (m, 1H) 8.74 (t, J=6. OHz, 1H) 12.03 (s, 1H) 
mum 336 



$mm 261 t^O^Wib, N3-5- [(2, 4-^^V-l, 3-f7V7>-5-< 

'H-NMR (CDC 1 3 ) 5 : 2.43 (3H, s) 3.07 (dd, J=9. 4, 14. OHz, 1H) 3.40 (dd, J =4. 0, 
14.0Hz, 1H) 3.96 (s, 3H) 4.49 (d, J=5. 6Hz, 2H) 4.82 (dd, J=4. 0, 9. 4Hz, 1H) 
6.94-7.00 (m, 1H) 7.10-7.30 (m, 3H) 8.02-8.10 (m, 1H) 8.64 (t, J=5. 6Hz, 1H) 
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12.02 (s, 1H) 




mmm2&\ tmmomm-emmv, N3-5-H2, 4-^^y-i,3-^Ty^>-5-r 

'H-NMR (CDC1 3 ) 5 : 3. 02-3. 10 (m, 1H) 3. 27-3. 36 On, 1H) 3. 90 (d, J=2. 0Hz, 3H) 4. 10 
(d, J=2. OHz, 3H) 4. 49 (d, J=5. 6Hz, 2H) 4. 79-4. 84 (m, 1H) 6. 48 (d, J=8. OHz, 
1H) 7.08-7.27 (m, 3H) 8.13 (d, J=8. OHz, 1H) 8.48 (t, J=5. 6Hz, 1H) 12.01 (s, 1H) 




m&m 261 ^ICMIU N3-5- [ (2. 4-^^V-l, 3-f7V7>-5-^ 

'H-NMR (DMS0-d 6 ) 5: 1.33 (t, J=7. 2Hz, 3H) 3.07 (dd, J=9. 6, 14. OHz, 1H) 3.35 (dd, 
J=4. 4, 14. OHz, 1H) 4. 43 (a, J=7. 2Hz, 2H) 4. 49 (d, J=5. 6Hz, 2H) 4. 85 (dd, J=4. 4, 
9. 6Hz, 1H) 7. 06-7. 30 (m, 4H) 8. 12 (dd, J=2. 0, 7. 6Hz, 1H) 8. 27 (dd, J=2. 0, 4. 8Hz, 
1H) 8. 63 (t, J=5. 6Hz, 1H) 



mm 339 




HMI261 tii^STffflll/, N4-5- [ (2. 4-5?**V-l, 3-^7 >-5--f 

;W ^^;W-2-7;i/^-D^>^;u-4-^?;p-2-7a:n;i/-i, 3-?7V-;w5-*ji# 

'H-NMR (DMS0-d 6 ) 5 : 2.61 (s, 3H) 3.09 (dd, J=9. 6, 14. OHz, 1H) 3.35 (dd, J -4. 4, 

322 
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14. 0Hz, 1H) 4. 44 (d, J=5. 6Hz, 2H) 4. 85 (dd, J=4. 4, 9. 6Hz, 1H) 7. 10-7. 29 (m, 

3H) 7. 46-7. 55 (m, 3H) 7. 90-7. 96 (m, 2H) 8. 81 (t, J=5. 6Hz, 1H) 12. 03 (s, 1H) 

mmm 340 

0 




mmm 26i tmm^m-cmmv, ni-5- [(2. 4-e^rv-i, 3-?7V7>-h 

)V) *J-M -2-7Mn^>yjl/-4-fy7°nHjK>X75 
'H-NMR(CDC1 3 ) 6 : 1. 25 (d, J=7. 2Hz, 6H) 2. 94 (sept, J=7. 2Hz, 1H) 3. 19 (dd, J=8. 8, 
14. 0Hz, 1H) 3. 36 (dd, J=4. 4, 14. 0Hz, 1H) 4. 50 (dd, J=4. 4, 8. 8Hz, 1H) 4. 64 (d, 
J=6. 0Hz, 2H) 6. 61 (t, J=6. 0Hz, 1H) 7. 00 (dd, J=8. 6, 9. 6Hz, 1H) 7. 08-7. 14 (in, 1H) 
7. 25-7. 35 (m, 3H) 7. 68-7. 74 (m, 2H) 9. 04 (br, 1H) 

mmm\ ui 

f-Q 0 .o 




)V) -2-7Mn^>^JH-^ n PO'/fb] 7 7>-7-^J^W5 F£ 



•H-NMR(CDC1 3 ) 5 : 3. 19 (dd, J=8. 8, 14. 0Hz, 1H) 3.39 (dd, J=4. 4, 14. 0Hz, 1H) 4.50 

(dd, J=4. 4, 8. 8Hz, 1H) 4. 76 (d, J=6. 0Hz, 2H) 6. 98 (d, J=2. 0Hz, 1H) 7. 03 (t, 

J=9. 0Hz, 1H) 7.10-7.16 (m, 1H) 7.30-7.42 (m, 2H) 7.77 (d, J=2. 0Hz, 1H) 7.83 
(t, J=6. 0Hz, 1H) 8.06 (d, J=8. 8Hz, 1H) 

mmm 342 

0 




iM 261 trnmco^mTrmmv, ni-5- [(2, 4-^^y-i, 3-?7 i /7>-5-< 
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M * -2-7 M o ^ >-J)V-2- 7 n-4- (h'J7 )V3r u ^ J-M ^ >X7 5 

'H-NMR(CDC1 3 ) <5: 3. 14 (dd, J=8. 8, 14.0Hz, 1H) 3.33 (dd, J =4. 4, 14.0Hz, 1H) 4.44 
(dd, J=4.4, 8.8Hz, 1H) 4.62 (d, J=5. 6Hz, 2H) 6.97 (t, J=9. 0Hz, 1H) 7.04-7.16 
(ra, 2H) 7.23 (dd, J=2. 2. 7. 2Hz, 1H) 7.35 (d, J= 1 1. 6Hz, 2H) 7.48 (d, J=8. 0Hz. 
1H) 8. 17 (t, J=8. 0Hz, 1H) 
jii 343 




26 1 t^O^raib, N3-5-K2. 4-^^y-l, 3-?7V7>-5--f 

'H-NMR (DMS0-d 6 ) 5 : 3.00 (dd, J=9. 6, 14. 0Hz, 1H) 3.28 (dd, J =4. 4, 14. 0Hz, 1H) 
3.84 (s, 3H) 3.91 (s, 3H) 4.03 (s, 3H) 4.42 (d, J=5. 6Hz, 2H) 4.80 (dd, J =4. 0, 
9.6Hz, 1H) 6.49 (d, J=8. 4Hz, 1H) 6.95 (d, J=8. 4Hz, 1H) 7.06-7.15 (m, 2H) 8.17 
(d, J=8. 4Hz, 1H) 8.40 (t, J=5. 6Hz, 1H) 

mmm 344 




mmrn 261 tmmojjm-emwv, N3-5-K2, 4-^^v-i, 3-?7V7>-5--f 

M *^)V]-2-* h^iy^>^^-2-^ h*zs-^j-^ F^Wfeo 
'H-NMR (DMS0-d 6 ) 6 : 3.03 (dd, J-9. 6, 14. 0Hz, 1H) 3.30 (dd, J =4. 0, 14. 0Hz, 1H) 
3. 87 (s, 3H) 3. 99 (s, 3H) 4. 43 (d, J=6. 0Hz, 2H) 4. 80 (dd, J=4. 0, 9. 6Hz, 1H) 
6.95 (d, J=8. 8Hz, 1H) 7.05-7.20 (m, 3H) 8.13-8.20 (m, 1H) 8.27-8.33 (m, 1H) 
8. 63 (t, J=6. 0Hz, 1H) 12. 01 (br, 1H) 
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,0 



NH 



mmm 26 1 t^fo^raii, N2-5- [ (2, 3-?7V7>-5-r 

'H-NMR (DMS0-d 6 ) 6: 2.54 (s, 3H) 2.98 (dd, J=9. 6, 14. 0Hz, 1H) 3.24-3.31 (m, 1H) 
3. 82 (s, 3H) 4. 44 (d, J=6. 4Hz, 2H) 4. 79 (dd, J=4. 4, 9. 6Hz, 1H) 6. 95 (d, J=8. 4Hz, 
1H) 7.05 (d, J=l. 6Hz, 1H) 7.11 (dd, J=l. 6, 8. 4Hz, 1H) 7.45 (dd, J=l. 6, 6. 8Hz, 
1H) 7.80-7.90 (m, 2H) 8.85 (t, J=6. 4Hz, 1H) 11.99 (br, 1H) 



MUM 261 £mm<Dj5fe-?%lWL, N2-5- [ (2, 4-S^^PV-l, 3-?777>5H' 
M ;*3MW-2-* h JV-3, 5-v^oo-2-t:U> 5 >^;i/^>1t5 F£#fc 0 
'H-NMR (DMS0-d 6 ) 6 : 2.98 (dd, J=9. 6, 14. OHz, 1H) 3.30 (dd, J =4. 6, 14. OHz, 1H) 
3. 79 (s, 3H) 4. 38 (d, J=6. OHz, 2H) 4. 78 (dd, J=4. 6, 9. 6Hz, 1H) 6. 94 (d, J=8. 2Hz, 
1H) 7.13 (d, J=8. 2Hz, 1H) 7.15 (s, 1H) 8.35 (d, J=2. OHz, 1H) 8.64 (s, 1H) 8.94 
(t, J=6. OHz, 1H) 12.02 (br, 1H) 



h»j 261 tmrn^mr-m^, N2-5- c (2. 4-swrv-i. 3-^7V7>-5-< 

'H-NMR (DMS0-d 6 ) 5: 2. 31 (s, 3H) 2.52 (s, 3H) 2.97 (dd, J=9. 6, 14. OHz, 1H) 3.28 
(dd, J=3. 8. 14. OHz, 1H) 3. 80 (s, 3H) 4. 38 (d, J=6. 4Hz, 2H) 4. 77 (dd, J=3. 8, 
9.6Hz, 1H) 6.93 (d, J=8. 4Hz, 1H) 7.06 (s, 1H) 7.10 (d, J=8. 4Hz, 1H) 7.55 (s, 
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MM 347 
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1H) 8. 28 (s, 1H) 8. 79 (t, J=6. 4Hz, 1H) 



MM 348 




tmm^m-vmmv, ni-5-[(2.4-^^v-i, z-^-rv^y-s-^ 

'H-NMR (DMS0-d 6 ) 5 : 3. 03 (dd, J=9. 0, 14. 0Hz, 1H) 3. 30 (dd, J=4. 0, 14. 0Hz, 1H) 
3. 69 (s, 3E) 4. 16 (d, J=6. 4Hz, 2H) 4.46 (dd, J=4. 0, 9. 6Hz, 1H) 5. 59 (t, J=6. 4Hz, 
1H) 6. 63 (d, J=8. 4Hz, 1H) 6. 95 (d, J=2. OHz, 1H) 7. 03 (dd, J=2. 0, 8. 4Hz, 1H) 
7. 64 (d, J=8. 4Hz, 2H) 7. 85 (d, J=8. 4Hz, 2H) 8. 95 (s, 1H) 



mmm 349 




'H-NMR (DMS0-d 6 ) 6 : 3. 14 (s, 6H) 3.03 (dd, J=9. 6, 14. OHz, 1H) 3.30 (dd, J =4. 4, 
14. OHz, 1H) 3. 79 (s, 3H) 4. 36-4. 40 On, 2H) 4. 82 (dd, J=4. 4, 9. 6Hz, 1H) 6. 94 
(d, J=8. 8Hz, 1H) 7. 06-7. 16 (m, 2H) 8. 63 (s, 1H) 8. 88 (t, J=5. 6Hz, 1H) 12. 00 
(br, 1H) 
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J H-NMR (DMSO-dg) 6 : 3.00 (dd, J=9. 6, 14.0Hz, 1H) 3.28 (dd, J=4 0, 14. 0Hz, 1H) 
3. 82 (s, 3H) 3. 94 (s, 3H) 4. 03 (s, 3H) 4. 40 (d, J=6. 0Hz, 2H) 4. 79 (dd, J=4. 0, 
9.6Hz, 1H) 6.94 (d, J=8. 4Hz, 1H) 7.05-7.15 (m, 2H) 8.36 (t, J=6. 0Hz, 1H) 8.72 
(s, 1H) 12.00 (br, 1H) 



MM 351 




mttM261 N1-5-K2, 4-^^V-l, 3-?7V7>-5-^ 

M ^5MW-2-^ h^r^>^>> ? ;V-2, 4-5^nn-l~A;>-tf>7ji,^$ FSr^fc. 
•H-NMR ( CDMSO-dg) S : 2.96 (dd, J=9. 2, 14. 4Hz, 1H) 3.26 (dd, J=4. 0, 14. 4Hz, 1H) 
3. 79 (s, 3H) 4. 15 (d, J=5. 6Hz, 2H) 4. 39 (dd, J=4. 0, 9. 2Hz, 1H) 5. 82 (t, J=5. 6Hz, 
1H) 6. 67 (d, J=8. 4Hz, 1H) 6. 70 (s, IB) 7. 02 (d, J=8. 4Hz, 1H) 7. 28 (d, J=8. 4Hz, 
1H) 7. 88 (d, J=8. 4Hz, 1H) 8. 16 (br, 1H) 
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i. 

Y-L— X~T-£ Z -4m=^— W 

Vi, #t£ffe 1 &V>b 6 ©7;^M, ^&§SUfcV>b 6©7;i/3^>2k m«1 
ftv^b 6 ^*ic 1 ^16 ©A-f Fn^y7MM, ^*i$c 

1 fcV^b 6 ©A-f HP^->y;^n^~>a> 1 &Vib 6 ©A-f Fn^y7M 

;i/^«> ^*^c l tz^L 6 ©7$/7Ji/^i/^ c*S§ic l &v>u.6 ©t^/t^ 
r:=^>X, ^*icl frV>b 6 ©75 7 7;WWS, 1 b 6 OAD^ 

>4k7)i*)VS:, mmwc 1 ftv^b 6 ©AnyxfcT'Jl'n^v^ M«i£tVib6 

©AD^Mb7J^;^tS, ^SSt 2 7j:V>b 12 ©7JVn^y7JWS, jsk* 
i£ 2 ftV^b 12 ©7^3^y7;^^yS, 2 ftUb 12 ©T^rn^T";^ 

^fc3 75:^b T©y^n7;^M, K^ft 3 >&V>b 7 (0^2 0 7;V 
^r;i/^^^*> K*f 3 fj:^ L 7 ©y^ □7;V+JV5 1 tS > mmWd2 &V>b 6 ©7 
;P^r-;US, M*ic2 &V*b 6 ©7;^^M+yS, &*8c2&^b6©7\H'$- 
-JHP^S, mm$k2f2.^VG<D7)V3r—JVM, vkm^t 2 b 6 <D7)V*-)V3r 
vzmm 2 ftV^b 6 ©T^^lo^S, MSi$c6 7c£^b 12©7U-;U», 
6 &V^b 12 ©7'J-M^y*, M*Sfc6ft^b 12 ©7'J-J^tS, js* 
*ifc7ftV^b 18©T;^;K7U-;l^ $Ufc!&7ft:V>b 18 ©7;i/WJ-M 
+ yl, j^^7/^Vib 18©7;i/WJ-J^t», M*i&7&V*b 18 ©77 
^«ic7^^b i8©T^;P^;i'^-^->Sfeb<«^«^:7 7 l j;ub 18 © 
77^ms§ ; l £&&^-n^n i k±©im 

^fUT^T'b.kK 0*35S§& 1 ft^b 6 ©7-;^b>S, ^£c2fcV:>b 6 ©7JV 
^r-b>St3b<«^*^C 2 &V*b 6 ©TJl^-b>K£ ; M 
ti-?n 1 Kl©IIS§f bt^TfeJ;^, j^SHIfc 1 ftv^b 6 <D7JU=¥U>m, m 
*Sfc2 ftV^b 6 ©7;i/y--b>St>b<«M*lfc 2 b 6.©m^l/ >S£ ; 
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t «3£*££\ £7c&^n^n 1 &,±<z>mWi&%:mLT^T%^\ mmm 1 3 
?7yjy>-5 — r # ->;vs, * « - con (r w1 ) r w2 ( z. z. -? r wI > 

SM^bWTfe.&v^ 1 6 M*ic2&^b7©j§g 

^v^tvu — r;vs, ifcttu-y^v^7 i /uy>-5 — r u^> 

fl£5£-CQ- (ClClTQttMSlM^Sfe^Sfe^^S^t-) , — CQNR X — Cl^QW: 

tiT^Tt)S^> j^*^c i 6 <DT)v*r)\>m, ^mwc2t^Li (Dm^my 
z/jim, bisKUMmBLTte^is 19 (D^mmr^^^n^tiy^-r) > -nr x cq 
- (cuTQ, R x «^-n^ntfiBB^«(ciwjcs^^-r) , -so 2 nr x - ddT-R^ 

tufSS»(cfs]U^^^-r) > -NR x S0 2 - (R x «tuf2^«^l5li;S^^T) > 
«-NR xl CQNR x2 - (ZZX-Q\$MtZMm\zmC^&, R xl R x2 ^n^nm—^ 

<«j^S&§8:7&^b 19 ®^SI7yJH^^n^t) T7k$*1£X£tkTo 

5 b 12 (D^mmm&m^ tt\$mm$k 3^L7 ©flgssx^fcTK 

;^«$e>£0d>6 4<Z)fi&S£WbTV>T ! &«fc<, 1 ^UKa^nUCT 
Stbt^TfeiK 5 &^b 6 <Z)^«MWSlS£^n^n^b ; 
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5£ 

R 1 

— M^— W 

2. — JK^ (I) fc*5V>T, W^;^>MT$)Stt^lfB«©m^A© 

« • mmMo 

3. — flgiS; (I) fC43V>T> R 1 mftll £A±©«m3t*^rUTViXt>«fcV^ 
^DlSt 1 6 cdt;U^;V*, 1 &V>b 6 ©7^n^v'a6T?**»*B 1 

4. — (I) StZj&*S £>fc 0 4 CDHiftX*WbTV5Tfe«tVi 

5. (I) (Cfe^T, X^-|S^-CQNR X - (i^TQ, R x ttl&E^Ufcl^ 
£fcte-NR K CQ- HT R x tef^B^#iK:I^CS£^T) 

8. (I) Ki&UT, Trt^sfiSfc 1 &v>L/ 3 ©7;MrU>£T&*fflF30fcg 

9. — (I) KI^VJT, R 1 ^n-?nm±0«jft3£*^bTViT'b«tVi, 
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«©^bsi^a©^B& • Affile 

10. (I) ?C43ViT> X^-^-CQNR x - Q, R x ^Mw3^«t^ 

tl^ST^«3, Y^m±CD«Jfe»**LTViTt>J:Vi. 5 L 12 ©5?# 

^^b7jc^»T? fe^W^iR 1 £7cte 9 fE«©M<fbtff^i&©^B& • m^j 0 

11. (I) "e^$n^^-&^M2S)-3-[3-([2,4-^^nn^>y-f 

1 Tivs b 10 mm^mt^mB^^m • fernm* 

12. Mbi§^^\ i) m<tm<D0km^m^ 2) Mfbw©±i^n»a, 33 £ 
u 3 ) e>jg«ns 1 <Dmi&T?$>z>m $m i^bi 1 sets© 

1 3 . mit^mmmmm(D0im^m-c$>^m^ 1^112 mmmmtm 

14. m^^tt^a^ 1) mmn^m^ 2) ?n->m, 3) 

1 6 . m^mmmmmcDrnm^mm^^m^m i^L-12 mmcDmitm 

17. mikmvmm'&mm^ n mfb^©&«e», 2) M-fb^o^u-y, 

3) mfc&}#v#-z/7,&mm, 4) «^ 5) ais, ^i:tK6) w«^e>3i 
&n<5 1 <Dm&v&z>njm 1 6iB«©^bts^m©T^ • ?&»Jo 

1 s . M{b§§^a^^{b«©?*^tt^^-es^i*^ig 1 ftu b 1 2 I3*c©m^ 

19. ^bw©?Mtt^a^\ 1) -i--mmmm, 2) 3) -&mm, 

4) jM^ttftifi^ 5) 6) »JK:<£^SAa &£> 
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mz7) Zollinger-Ellison^^^6.a«n* 1 ©gUSre»*!*3fcEl 8fBi£cD 
2 2 . IS^i 



Kit 1 &Hb 6 ©7;i/*;i/£, 1 &v*b 6 ©7;m^^3£, MStffc 1 

&V>b6©7;Mr;]/5^«> ftlliS: 1 6 CD/W Kn+->7;i/4JH, 

1 ftV^b 6 O/W h"D^-/7J^^yS, MlSfc 1 &^b 6 <ZVW Ho^yJM 
)V7-^, M»ic 1 7=CVib 6 7 ^tl^L6©7$/7Jl/ 

n^S, fi**fc 1 &tr*b 6 ©7$77MiWS, »1&^160/\D^ 
>fe7)V*r)l>& pkMWi 1 &V>b 6 OAO^>ft7Jl/3^yl, 1 &V*b 6 

<Dj\ny>{t7)v*F)v?-*&, &kmm:2tsL^v \2(D7)\sn3r^7)v*)vm. mm 

m. 2 ftt^b 12 ©7;io3r5'7;io*5'*, 1*5^ 2 &V*b 12 OTJ^ + ym 
JVtt&* ^ittU ftV>b 7 ©^DTVWl^ j?tSiffc3&^b 7 <Dz/9u7)V 
*r)\,ttzs&, m.mW^U^\,l(D^^u7)\y^-)V^m. 2 J&V^b 6 07 

;i/^r-;«, &3!H&:2&^b 6 ©T^y-^^rva, ^*^c 2 fc^b 6 ©t;i^ 

0e*#2fc^b 6 <D7 )V*—)V£k. B.mm. 2 b 6 Q>7)V*—)V* 

mmwt2fe^Lb(D7)i*-)ittm, mmmbt£^isn<D7V 

&*#6fc:^b 12 ©7'J- ;M"^>*, £*$&6 &V>b 12 ©7'J-^tS, ^ 
*3S:7^:Vib \S(Dy)l*)V7V—)V&, g&k&lfc^ls 18 ©tjMpjpt' U 
=^>S, £USSjBc7fc:^b 18 <D7)\,*r)V7V—)Vtt&* mMWi 7 frU b 18 ©77 
;WPS, ^SSM&7fc:l>b 18 ©77J^M+yifel< tejs*iftf&c7ft^b 18 0) 




(D 
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StbTHT'b.tH, mMWi 1 &^b 6 (DTJV^rU>^ ^Stgfc 2 &V*b 6 <D7)l> 
^r-^>Sfel<Wi 2 &^b 6 CDT;i/^nl/>S^ ; Mttm*S^ 
n^n 1 ^±Ofiift*§f LT^TfeJ;^, 1 &V>b 6 07;^U>S, m 

i£&2fcV>b 6 <D7)Vir=LU>&*>l,<\ZBlX&2teKl, 6 ®7^-l/>I§ ; 

nzm^. ^friz^rn^n 1 ^icfii^fbt^tfej;^, mmm. 1 ftt^b 3 

©T;V^rl/>*, m*^: 2 b 3 ©T;i/^r-l/>Sfe b < 2 fcUb 3 0 

•7)V*~U>m& ; Wtt 2, 4— ^^V5=-7\/U5?>-5— <;i^E, 2,4-i^-MrV 
?7^'Jy>-5--fUf>S, *;V3i?^r2/;^ 2;fc«-C0N(R ffl )R w2 (u^P 1 , 

gm^bT^Tfc&V^ 1 fc:V>b 6 <DT)V*c)Vm, 2 &V*b 7 ©IB 

Ki7yM, feb< telKHtifc 7 fcUL 19 (D^mmTzy)V^tn^n^t) -c 
{fib, ±|B©?&Rfc:#^T, T J&^lg'&T* 0 , ff^'2,4-yt 
^V?77'Jy>-5 — f ; 1/ * , 2, 4-y^V77V''Jy>-5-< Ur> 

mSI^ 2 &^b 6 cD7;i/^^>a, t>l/<l37WHn^fU>i, 
$£5$-CQ- (ddTQttift*lR J ?*fc«flfE*tlRTF-*3S-r) , — CQNR X — (^^ITQtt 

WfB^«^|sibS^, r x «tK*m^, Sfcs^n^n 1 £i±©f 1$ 

^LT^Tfe^lV «ia^l6©7Wl, Kit2^^L7©«7 
>bb< 7 &V>b 19 CD^fi7v;H$ftlfn*t) , — NR X CQ 

- (^^Q, R x ^tl^tlt1jfB^tt^fff]bS^T) > -S0 2 NR x - (£ClTrR x ki 

mmfemiz m cssst) > -nr x so 2 - (R^ftrsesiiti^bx^-t) , &b< 

«-NR xl CQNR x2 - (^^TQtttulE^^lWlba^, R xl Sfcte R* 2 «^n^tl|W|— £ 

lAVib 6©7J^;i/S, mm$k2fc\,*L 7 ©JM^TSW]^ feb 
< 7 ft^b 19 ©MlTyJU^fWT) T'^n&S^To 

ffiU ±f3<D^*t*3^T> TtW^T&O, X«*M ; ?T'^^±i^-^l^< 0 ; 
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mrnwc 5 l 12 ©^M^t^Kifts, sfe«M«ic 3 u 7 ©flg^^M^zK 

Y-L— X=^T — 
R 1 

— M=^— W 

2 3. -jR5£ (I) -rS$ns-fb^#)^(2S)-3-[3-([2, 4-> ? ^7Pn^>yV;W 
2 2 iBf5©^^a©^B& • teifc&l. 

24. &m&mmnfi. d to&ust^ 2) &&&mfcfc 3) 
4) 5) -i-pjiP^ 6) wmmfe, 7) litm^a, z&&z*s) 7w^- 

*e^53l«tL* 1 ©aft£n?&5fflf3fcg2 2 i=fc&2 3fB«©^'im*©T 

mfcwvBk&mm. ««=©^u-7\ *ew#u#— >^^», 

*>Zfi\z Zol 1 inger-El 1 ison ^i¥£^trtmt^©fe0Sf£^£T&38&^ 2 5 fc§3 
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28. i7u->m^ w^^nmmmtm^^ 

ikm&mm, m^mo^^mm. m«©^u-y, mewj^— >7>s^, 

ZS\Z Zollinger-Ellison«^^#^m«©«««B-T?^^sf^JS2 7 K:fB«c 

30. ««b^\ Hffiifeu^v^ gr&wmfc^ ?tf£7F-^ mmn. #m 
32. Msn^u^x-^, ^mmsatm, mwtn> #p 
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